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(57) Abstract 

Remedies or preventives for diseases in association with chemokines such as MlP-lct and/or MCP-I. Namely, remedies or 
preventives for diseases in association with chemokines (rheumatoid arthritis, nephritis, etc.) which contain as the active ingredient cyclic 
amine derivatives represented by general formula (I), pharmaceutical ly acceptable acid-adducts thereof, or pharmaceutical ly acceptable 
alkyl-adducts thereof. 
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it:-NH (C = 0) 0-T?«$n*2ffia. i:-NH (C = S) O-T^ 
$n^,2«a, 7571. (C,-C e 7**;W 7S/S, Sfctt* (C,-C 

6 7;u*jw 7$/«T«»snT^Tt><k<, :ns©7izAi, c 3 -c 8 ->* 
R 2 tt*$gr?, c 1 -c 6 7;u*;ps, c 2 -c 7 7;m+->*;^-;i,s, tH 

kfiO -2 0g&£^-f o 
nfiO*fcHl^-r. 

c,-c b 7;p*;ps, *fcttc,-c 6 7*3*>'»t«kt)T«»$nT 
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R 4 t5ctz>'R 5 tt, B-SfcttJltt-sT, zfc*JBt^ tHD*i/i, 7x-JH, 
*fcr4Ci-c 6 7;wu**«T. /0^^R 4 *3J:^R 5 n4otj-5c 1 -c G 7;i'+;i' 

auwt-f^*, ^;i/*7*ss,'^7-^ys. c 3 -c 8 ->^D7;i'+^S, 
c,-c 6 7;i/=]*->8, c,-c 6 7;p*;^*S, <ttMOAay>JK^, th* 
c,-c 6 7MM. c,-c 6 7;m*->s. feixayosw;**^ 

10 . ^>vjm-*->#;w^;i/S> c 2 -c 7 7)it> s-om, c 2 -c 7 7^^*->* 
c 2 -c 7 7;u*/-r;^*vS, c 2 -c 7 7M;^^75yi, c 
2 -c 7 N-7JP+;^;pA* ; E'r;i/S, c 1 -c B 7;w*;i'^*=;k*, 75;i, 

(C,-C 6 7;Wl/) 75/S, v (C 1 -C 6 7;U+;U) 75/S. Sfctt ( 
'SxPfiC^LTBHWR?, BRUISE. *«kt;/t>U<ttS3itJ5 : ?*l-3fflWr 

KlftSnT^Tt)«t<. »*^«R 4 *J:t;R 8 ttPi#-i|«t:«:oT3-6Saitt« 

20 Gtt. -CO-. -SO,-. -CO-O-, -NR 7 -CO-, -CO-NR 7 - 
, -NH-CO-NH-, -NH-CS-NH-, -NR'-S0 2 -, - S0 2 -N 

r 7 -> -NH-co-o-, s&j4-o-co-NH--ca*n****-r. 

K&oTC 2 -C 6 7;M^>S£^/iJcbTt> 
25 R 6 «7x-«, C 3 -C a zs9n7)l*)im. C 3 -C 6 ->7 U7)l*-M&* 

30 lTMWlT^T%i< > £<5l::±fER 6 K:*5W-<57x::;l/£. C 3 -C 8 -> 
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1 0 

-hng> ^^y-rvm. ts)vt^ : y)vm. ij)vn^)vm. MJ7;M-Dy^ 

0,-0,7)111^^ Ca-Cgy^DJMM^yl, C , - C 6 7)l*)l?-* 
> 3-7xzWH HS, C 2 -C 7 7;kftyf;HI, C 2 -C 7 7;H3*~>#;i,# 

Cj-c^My^w-yi, c 2 -c ? 7;P7j/'i';i/75/s, c 2 - 

t-r^S. n, n-v (c,-c 6 7^+;w x;P77t<;PS, 75/s, *y ( 
c x -c 6 7;mmw 75 ys, v (c 1 -c 6 7^;w 75 y a, ^>^;P7$y 
l£> c 2 -c 7 (7;m+^^-;i,) 75 /s, c,-c 6 (7;p*;ux;u*-;i, 
) 7$ys, */ttttf7 (c 1 -c 6 7JU+;i/7^^-;u) 75yS(;J;0fiM$n 

7^7- -m, ^>i»vm, %mmmmmm, ztz\mzm<nm®m\t, ammo 
ADy>n^, ->7ys> th'o+yi, 75 ys, MJ 7;i^ny^g, c,- 
C 6 7)l*)im, C,-C 6 7;i/n + ~>S, c , - C 6 7)V*)V?*m, ty (C,-C 
t 7)V*)V> 7S7J§, SfcttJ? (0,-0,7**^) 75ySlC«toTSefCll« 

ti& c , - c 6 7;i/+;MWfc£W$u$#£t"-5, y^yj-r >t> l < tty^yj-r > u 

^ClC±fE^ (I) T^SnSffc-&tttt. MI P- 1 a&cfctf/SfcteMCP- 

1 fc >o«w«fifc:#-r*tt^feH«rr*iStt, *«tt;M 1 p - 1 a 



m 1 «. it^m^ 1583*1 2®mmo&$Lrzm%<DmmmzMT2>%)% 
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1 1 

5 0 6 tt, <t£4fcfM* 1 5 8 3 ©MBM1?jJ££*-f 

0 7 tt, ffc^ttOT 1 2 4 5 ©RaeMMIiil8S£&*'r0T&*. 

B 8 «, it^m^ 1 5 8 3 Ottttff»tt»W7 l/Jl/^-ffifi^li^T 

10 ;pt*ws^m^-rBI'C*s. 

it, ttMOAD^BfF, tHn+vl, ->7/S, ^hal, #;1^*->;P» 
20 . aWFE-OWk C,-C. 6 7;P*;WS, C,-C 8 y^D7MJH, C 2 -C B 7 
C,-C 6 7JlO*->g. C 1 -C 6 7;i/*Jl'5 1 *S, c 3 -c 5 7;i/*u 
>S, C 2 -C 4 7MU>«vI, C l -C,7;Mrl' 7i=;H 

c 2 -c 7 7;^y-f;i/S, c 2 -c 7 ^;m+->^;p^^s, c 2 -c 7 7 

25 MZ-fM+yl, C 2 -C 7 7;i/*y-rjU75/S. C 2 -C 7 N-7)U*)lt))l 

At-on, c 4 -c 9 N-->^D7;i/+;!/^;wN* : e-r^s, c,-c 6 7;i/*;^;p 
c 3 -c 8 (7;m*^*;u#-jw *^;ug, N-7xrMM'H 

tfr^S. S:-NH (C = 0) 0-TS$n^2iiS> it:-NH (C = S) O 

30 -T*sn-5 2ffi3i, 75 /», (c,-c,7M;w 7s/s, ( 
c,-c 6 7;p+;p) 75ya-cs5tH^i$nT^Tt>«k«r» 0 
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1 2 

RMifctt* rc,-c,->^D7;^;waij itt, #l;L«:^D7Wjk i/tu 
T^k v^d^>?;k v^DA+s^k v^n^y^Mk >-£D;fr£3MPg& 

-> ^ □ ^ > is J; v ^ d a+ ->;PS^ W 6 ti S . 

*i-3«tn*tiSjMi«aj ttt, WAtf^x-^k 7u;k trnujk -r 
s^/iuk tr^vu^k **itv"LUk -rv^-9-yj;k ^yyujk -rv^ 

7V'j;k tf'JvJk hf'J5^-Jk h'JTy^k MJ7VUJk t^y/y 

u;p (77ifx;w . ^7^7 4 /u;m*«!:o3¥s««*iaa**i*L, tmm 

-ecffjiJS^ftwtLTtt^-^^k -r>Hu;k ^>>/77 
^;k ^>«/5 1 x-;k *7»j;k ^>!/<5^i/u;k ^>v***-y-/'j;k 
>VHJ7yu;k ^>y^+hv7yu;i/ (^>>/77ifx;p) , &w<>y 

^7 yyy u amtfztiz. 

R 1 tifettS7x-;i,s, c 3 -c 8 ^D7;i/*;us, 
£«t©fi&S£LT<D ^oy>gfj ttt, 7 7», Jfi*m^, &$g(^, 

R'om&mtLxo rc,-c e 7j^u*j ta. «Atf^f^. x^jk n- 

T'ofcfJk n-7^;k n-^>^;k n-A+^;k n-^\7^;k n-*^ 
;k -fV^otf;k <f77^;k sec-7fA, t e r t-7^k -f v^>5F 
Jk ^^^k tert-^>^Jk I'V^yjK 2 -*^JP* >3Mk 1 

-x^y^s*^©c,-c 6 ©iSliSfctt»fttt©7;^;i/«*jgi*L. -e© 
ens. 
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1 3 

R l <DW&gtLT<D rc 3 -C 8 ->*a7;Mf;i>Sj tt. mcRM^ts rc 3 
R'OiililTO rc 2 -C 6 7^^-^»J <h«, 0U;tfc£tfx;k 7U;k 1 

5 -yp^-ju, 2-7xx;i/, 3 -7xx;k 2-^^;i/- 1 -zfui-ju. 4 - 

/<>X~Jk 5 -A^-k-^, 4-/^;i/- 3-^>xn;i/S^i'(DC 2 -C 6 (Dii 

#2-*^- 1 -7o^x;«&£/Wf 6ti&o 
R'OlililT© rc,-C 6 7;Pn + i/Sj ttt, BufBC,-C 6 7;P^S 

R'oiiitLx® rc 1 -c 6 7^;i/^^Sj <hte> «HEc 1 -c,7;Mf;p 

5*^l/>, ^>^*^u>, i -/^;n- 'J^i/>-a&£©c 3 -c 5 ©2ffi£> 

R'lOljjiXiLT® rc 2 -c 4 7;i/*uy+v*j <h«. ^IxJiX^U^+v- 
20 (-CH 2 CH 2 0-) , hlU^l^tf+v (-CH 2 CH 2 CH 2 0-) . fb5 
*?1/>;M 1 >' (-CH 2 CH 2 CH 2 CH 2 0-) , 1, 1 -v^5 1 ;PX5 1 l/>^-+ 

-> (-ch 2 c (ch 3 ) 2 o-) mtzna, c 2 - c 4 <d 2MT frj-uymtttis 

25 R l ©fi$»<hLT© rc 1 -C 3 7^+U'>v 5 ^*'>Sj ttt. 0y*J**^k>v 
2f-*v (-OCH 2 0-) » X5fU>v^> (-OCH 2 CH z O-) . h'J^^U 
>v;*+-> (-OCH 2 CH 2 CH 2 0-) . ^Dei/Vyt+y (-OCH 2 CH ( 

ch 3 ) o-) muz<Dc 1 -c 3 (D2m7)i*u>mt2m<D**~/mtftt>uz>M 

30 wfens. 

R'oiiiiLT® rc 2 -c 7 7;^y-f;usj «*ti7-fc^;k 7d/s° 
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1 4 

y<;k 7*y-r;k **>*y-f;k ^-y-y-^k ^y^/^ok -fyy^ujp 
, 3-y^;i/^y-r;k 2 -*w?9/'Ow e/to-ok 4 

/-Ok 3, Z-*J*WJ9J4)\, y 5-^^)^^y^()mUi:(DC 2 -C 7 

^gfctwtf 6*1-5. 

;k**'>*«&£#3§tf 6*1-5. 
R'og&S^LT© rc 2 -c 7 7;k*y-r;k75/Sj BfffBc 2 -c 7 7 

^;k75 6*1-5. 

R'wB&gtLx© rc 2 -c 7 7;wp*;pn^;psj ttt, BuBEC.-Cg 
7;P*;i/S < hA^A*^Ei';i,ai^6^5S$3i'*L. *©ff*&A#«iLTtt, 

R^HtftStLT© rc 4 -C 9 N->^D7MMMt< ttt» M 
IB C 3 - C 8 i/Z □ 7)l*)Vm t % )m t 6 fc -5 S*]Sf* L . -£-©#iIfc 

t^gfctWtf 6*1-5. 

R'cfiftituto rc,-c 6 7;wi,x;k*x;usj wee ,-0.7 
^*^S£x;i/*x;ps < ^6&5S£S'*U ^©ffigfcjMMfltLTtt* y? 
;k7;k*x;us^£^tf6*i5. 

R'oiiltLio rc 3 -c 8 (7^d+^^;^xjw t«, mm 

R'oiHitLT© r*/ (c 1 -c 6 7;k+;u) 7^y«j t«, wec.-c 
6 7)i*)i<mi l z^TmwL2titz7*y&zMBkL. *wmumm\tLT\z, * 
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1 5 



R><DW®mtLT<D (c,-c 6 7;u+;u) 75 /mi tit, m-ztzimu 
mutton tLxu. s?*^;i>75/», yiw^yi, n-i^u-n-* 

8g£. £&tt»£i!S©HBl££LTtt, ADy>^f> th'D^yl, C,-C 6 7 

jmp^S, c 2 -c 6 7;u^rzi;i/S, c 1 -c 6 7;m+'>S, C,-C 6 7;U*J1/^ 

ji^s, 75/a> (c 1 -c,7;u*;w ts/i, *5,ttfv (c,-c 6 7M 
io m 7^;mz®\zft3L\s^m\tLTmiz>zttf~i:%z>. 

R l 7 x-JP«, C 3 -C 8 ->i'D7MJH, 3rS&tt*8lt2. 

15 , C 1 -C 6 7;i/3*->Sl4, fiaSR 1 {r*5tt§7x^;^> C 3 -C 8 ->£D7;i>* 

o, nvm*&mu%&mt\sTmiz>z.ttf-?zz>. 

±lBit (i) fcfc^T, R'ttTk*®^ c 1 -c 6 7;^;us> C 2 -C 7 7)ln 

20 7;WI/S*fctt7x-;PStt» .ffiltflOOADy^R^ th'o+yl. C,-C 
6 7)V*)im, *fcttC 1 -C 6 7Jl/3+->SHJ;oTH^$nT^T i bJ;U. fc/fL 

R 2 (c^^^c,-c 6 7;^;PS*5ct^c 2 -c 7 7;m*'>*;p^^;i/att> r 

25 »©fittsco^T^-n-6nseiisnfct)©t^T*o, *n*nmcn&&m 
& ami tLxmizzttmzz. 

R 2 -5 C , - C 6 7)V*)Vm £ft it 7 x - JU£©BJftS <h L T© A □ >JJC^ 
. C 1 -C 6 7;mp;U», ^J;^C 1 -C 6 7JU3 + ->Stt, HUHER , tfe^^)7x^ 

30 ^n$nfcfe©ii5jiiT$.o. zn?nmvw*ftmts.$<Vf-mt\sTmiz>z.tifi 
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UK 

±Eit (I) fc*V>T, kttO-2 0fifS£;£U mtt2-4©B«*«-r. ft 
*Tfek#OT?*0, m*«3T*S*^©2-|lJfteoU^>, k#n?*0, m 
^*2TSS1^3-lifoUyX k*UT$0, m#3 T&SJIS® 3 -fi 
*^'J^>. k#2T&Dv m*'2TS5^(7)4-ggitXiJy> > iJfcttk 

±fEit (I) fcfcHT, nttOSfcttlS^-r. 

±sei$: (i) K*i,vr, R 3 tt*^^^^c{i (-en-FtiRi-sfcttji&ofcflE* 

+ vS{C c fcoTK^$tlT^Tt)J:^lS7 t ctt2®©7x-^a) (lioTH^^ 
nx cfc H C , - C 6 7)l*)Vm ^^1"o 

*©MttH(»E«tLTtt, x^;ps. tr;i,« 

±E5t (I) fcfcvvr, R**«fctfRStt, H-Jfcttl&^T, tH 
□ 7xrA|, SfcttC.-C^JMPJl/gSau R 4 &<ktfR 5 K;fctt& 

C,-C 6 7JMrJPgtt, tfi|iOADy>g^-tHD*yi, -> 7 y J, - ^ p 

*;Usl?*^3l, *;p/x*>r;^, *;pa"7>g 4 i/J-V/m. c 3 -<v> 
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1 7 

^>^;i/^->S, ^>^^^->*;u#-ji/», c 2 -c 7 7)ifiyi)m, c 2 - 
c 7 7;i/3*->*;u#-ji/S, c 2 -c 1 7)V*iJ4)V**i/&. c 2 -c 7 7;i/#y 
5 -OU75/S, c 2 -c 7 n-7;p+ju*;1/A ; e-<;i/S > c,-c,7;w^;i'*= 
75/s, (c 1 -c 6 7;u*;w 7^ys, v (c,-c 6 7;wm 7 

10 T3-6lTO<b*$«LTt)J:H. 

R 4 ££tfR 5 ic:mt3C 1 -C 6 7;U*;i'Sfc)u MER^fctt*? C 3 

R 4 £=fctfR 6 C*tt* C , - C 6 ^WM^fMiLTOADy^f, C , 

15 -c 6 7JH3*->S* c 1 -c 6 7;u^;i/5 1 *s. c 2 -c 7 7J^/-f c 2 -c 
7 7;p3*5'*;i'#r:;i'*. c 2 -c 7 7^y-i';^^->s> c 2 -c 7 7Jk*j/-r 
;P7^ys> c 2 -c 7 N-7;u=*r^*jPA* ; t-f;i,s> c 1 -c 6 7;u*;i'7.;i/*^;i' 
S, (c,-c,7Mjw 75/s, *$«fctf. v (Ci-c 6 7;p+;p) 7sy 

Stt, ffilBR'Cfctt^x^H^ C3-C 8 y^D7;WH. 

R"*«fclKR 5 K:fctt5 C , - C 6 7JP*JUSOBlft« t LTOC 3 - C 8 ->7 P 7;i/ 

R 4 fcJ;t>'R 5 ^t5tt2)C 1 -C 6 7^+;i/a©ffi^SiLT<D7x-;i,a<D@» 
tLTOy\ay>Sf. C,-C 6 7WS, *3<ktfC,-C 6 7;H3*vStt, fif 
ER , K£^T7x-;i'g> C 3 -C 8 y^D7Wl. ^SMfHSiX, £fctel§ 

30 ^ilTWui^Tt^. 
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1 8 

&&mtVTit, y^DynA/, yi7D^>, ->^D^>^>. *j«ktf->£n 

±15^(1) fd&t^T, pttOtfcttUiU qtiO££tel £^1% p<hq 

ifit'h \z o d ttfmzft* 

±IEit (I) t&HT, Gtt. -CO-, -S0 2 -, -CO-O-, — NR 7 - 
CO-, -CO-NR'-, -NH-CO-NH-. — NH — C S — NH — , -NR 
7 -S0 2 -, -S0 2 -NR 7 -, -NH-CO-O- Sfctt-O- C O-NH- 

Testis***?-, ^zit, R'woicjifSTPSfcttc-cr^+^ssf^, 
z\z\x\ -co-tt*;pzKn;ps*, -so,-ttx**=;«*, -cs-ttf 

-CO-£«fcr^-NH-CO-NH-T£3ttS£fc&&«gtf5*iS. 

R 7 {c*5W§c,-c 6 7;u+;i/Stt. HJifERMcfctt^x-^a, c 3 -c 8 ->^ 
u7)v*)\,m. ^mmmmmm, zrzuffi&m<o&&mzwisTfem2Wtb<Dt 

R 5 £R 7 tfrt>U% rc 2 -C 5 7;U+^>Sj tit, mXtt, *?-U>, 

±IBit (i) c*>ht, r 6 «7x-;ps> c 3 -c 8 xi7 07;p+;i/S, c 3 -c 

PE? t LT»#ai?, ItftM?. L < l - 3®WT-5t5 

c 3 -c 8 ->^n7;p*;us, c 3 -c 6 ->^d7;i^-;«. ^>->vp«, 
7>S> y7/l. -Fnl. 5 1 ^->7^hS. #;Ua^jH 
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, hU7^tp>fjn. c,-c 6 7;u+;ps, c 3 -c 8 ->*n7;MrJus. c 2 

-C 6 7;P^;PS, C,-C 6 7^3+'>S, C 3 -C 8 ^D7MM+yl, 

5 7i-J^;^r;H, 3-7I-WHH1. c r c,7Wy-fi«, c 2 - 
c 7 7;ud+~>*j1/#-jps, c 2 -c 7 7;i/*y-r;^*vS, c 2 -c 7 7;kfrv 
-r^75/a, c 2 -c 7 n-tjp*^*;^^;!^, c,-c 6 7;i/^;i/xju*- 
7xzM^ ; E'fjn, n, n-v (c,-c 6 7;p+;p) yUi^T^-f )V 
£. 75/S, €7 (C 1 -C 6 7^+;i/) 75/X, 5> (c,-c,7;p*;w 75 
10 /3S> ^>y^75/I, C 2 -C 7 (7^3*>/*;i.#r.^) 75/S, C,-C 6 

{7)V*)V7>)V-fc-)\>) 75/S, Sfcttb'T. (c 1 -c 6 7;u+^y;^*-;w 7 

R 6 \z&WZ>C 3 -C^s>;u7)V*)Vm. 'sfae?tLTi*B : f. ttltlK?, 
*Jj;tf/ ! bL<ttS*«( : f*l-3flWr*^rS]Ktt*3ll*, fei^tt^Stt, bu 

ma 

R 6 \Z&tfZ> rc 3 -C 8 ->7 07;^-;PSj t«. W*tfxi'D7"r-^ >7 
□ ^>7--;k y^DA+trJk yyOAT'f-ik y^OtyT-iUftifi 
JK7;p^r-JPS**i*L, *©#afc£#0!l£LTttl ->jD^>f=Ai, 1 
20 -ispa^-k-frmteEtfmtfZtlZ. 

00 £ L T$tf -5 d <h #T # £ . 

R 6 t:^tt5 7xrjH, C 3 -C 8 y^D7MJH, C 3 -C 8 ->7 pTA?*— 

25 . c,-c 6 7;^;i/S, C 2 -C 6 7;Hr-;i,£, C,-C 6 7;^ + yS, Cj-C 6 

7)i^)V^m, c 1 -c 3 7Wk>y^yS. c 2 -c 7 7;p#/<;i/S, c 2 
-c 7 7;P3+->^jp*-;ua, c 2 -c 7 7JW/^M+yl, c 2 -c 7 7;i/* 
y-r;P75y-s. c 2 -c 7 n-7)V*)Vh)vn^ Cj-c 6 7;w*^^* 
njus, xy (C,-c,7^*JW 7^/1, (c,-c 6 7;p+;w 75 

30 yffltt, MERMifctt^x^l/g, C 3 -C,y?n7MJH. 5f§*«*88^ 
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2 0 

R 6 <Dmm&tvT<D rc 3 -c 8 ~>^P7;i/+;^+->sj t«. Hugec 3 -c 8 

R s CDB^S<i:L,T© TN, N-v (C,-C,7^*;W 7UU7 7^Mj <h« 

, ra-*&ttJi&ofc 2o©iftfsc , - c c 7;^;pst'ctoTa^$nfcx^7 7 

R 6 0»&S<!:l-T<D i"c 2 -C 7 (7JlO*->#;Ptf- J» 7 5/gj itt, WE 

c 8 -c 7 7;P3*'>*;i/#=^»t75y«t*>e^s»*Sc(*L. ^<D*?j§fcj| 
R $ oiiiiixo rc,-c 6 (7;p*;i*;Hw;m 75/gj huibc 

tbX\t (*?)\fX)\,*=.)l) 7=i;mtS.ii*miZ>Z.£ifiT'ZZ>. 
R 6 CD«$££LT© Th'X (C,-C 6 7^*;PX;i/*r:;i,) 7 5 /Sj ttt, IH 

-t.tzUWits.oit 2 -Domic , - c 6 7;p+;i/x;u*-jps{- c ±;oTg^$nfc7 

Any>Sf, ^^*7*hS, -hal, !P*->7:>- Kg, MJ7^*o*^g 
» C,-C 6 7;M^g. C,-C 6 7;^ + yl, 7irjH, 7irHM'^ 
g, C 2 -C 7 7;i/*y^f^75/S. 7$/g&££&£#£Ll^£LT^f£ 
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py>Jg?, v7/S, tHD+yi, 73/£, hU7;P*D^^a, c,-c 

6 7;mp;us, c,-c 6 7;m*->«, c x -c 6 7)V*)\,?-*m. (c^-Ce 

7)V*M 757S, (C,-C,7JI/*;W 75 J Il:«koT* 

R 6 Hi5tt^>7xr;^ C 3 -c 8 v£d7;M^8> c-C.v'^nTJl'^r 
*f>Wf. c,-c 6 7;m^s, c,-c 6 7;m+vs, c 1 -c t 7)v*)v?'*& 

, (C,-C,7^*;W 75/1, feck^v (c,-c 6 7;i/+;w 7S/SW: 

±ibs (i) T^$n§ft^#j. *on*wtMF#an*ttftftiff, sfctt-t© 

©aiMiaiis±^©«^*ifi*-r*^ffl*t>oEii, s >t> u< a^r 

20 $snsn#ftiifi#. . £&tt*©i^WKff$Sft5C , - c 6 7^*;wwm, 

*;p**^^^;ht;pd-^, /^h^wd-*, #u tf^eo u k >&£©»& 

; 7;M £ >BW-MJ*A, h 'J 9A&£ 

30 -rsnt^Tir*. sarana, 0j*j±'mj#-/uux MJ7-t^>te£© 



WO 00/69432 PCT/JP00/03203 

2 2 

Mzm&ft? ztiz^Trnwitztiz. 

» kTyilli, *>)--7Mti.£<DMm< ^fzitUizU >m^m^X. 7'J-£#J 
fc$iJ £/JH> TiiS Ji i; o T/£«* £ ft -5 0 

o 

tt J e«^wni^$n§c 1 -c 6 7;i/^#j!)n^(7)fe^fitt, sicii, #4 

A^fcO I - 5 OOmg/BT'^5. 

±ISit (I) <D^t*c7 5>I^^(D0ii^:e : «:0'!liLT, ^TOTab 1 e 1 

. 1-1. 2 o Giz*2n%&m&mz^?%it&Mzmtfz>z\tWT"2z>, 

Tab lei. 1 - 1. 2 0 6(I*5^T, l"T a b 1 e J tt 1*1.1 fcfcifcU 
TCompd. No. J H rft^#-^j ^igijfcu r c hiralityjtt 

j tt, MJ^xolKDWMWjewiwitjfe^cii, rsj «, * 
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Table 1.4 26 



C °NT d ' R 2>"( CH 2>r k m n chirality R> -(CHj^fCH^G-R 6 
. R 5 



34 C^H^>-CH ^ - 12 0 R 



40. O-i }-CH 2 - 12 0 R 



42 a~i >-CH 2 - 12 0 R 



O PCH 3 



35 cK >-CH 2 - 1 2 0 R H 9 W 3 

-OCH, 



0 , oc 



OCH 3 



36 cm(Jkch 2 - 1 2 0 R h - C h 2 -£C^0 



37 cmQ-ch 2 - 1 2 o r h 9 _ J ri CF3 

38 Ch-<>CH 2 - 1 2 0 R H ^ 9 Vl" 3 

' ~ CH2 "|t c ~\ == / • 

39 cmQ-ch 2 - 1 2 o R H -ch 2 -£?hQkc. 

H -CH 2 -N-C-^-OCH 3 

41 C| -0~ CH ^ 1 2 0 R H -CH 2 -N-?-0 C 

CI 

O , CN 
-CH 2 -J.C-^ 



43 C^>CH 2 - 1 2 0 R H . -cH^i^P 

44 Cf -0~ CH2 " 1 2 0 R H -CH 2 -N-C-^-CF 3 

F 
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Table 1.5 




55 ch-Qkch 2 - 1 2 0 R h -ch 2 -nc-^^-ci 

CI 
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Table 1.6 



C °No d ' r2^ (CH2) '~ • k m n chirality R 3 ~(CH 2 )pf-(CH 2 )q-G-R 6 
. Rj 

56 CH-^-CHj- 1 2 0 R H -Ch 2 -n-c-^> 

H 3 C 
H 3 C 

57 Cf-r>CH 2 - 12 0 R H • -r M .-Jj 



59 Ch \ /)~ CH 2- 12 0 R H 



61 Ch \ >- CH 2- 12 0 R 



-ch^c- w 

H 3 C 



58 CH^>CH 2 - 1 2 0 R H -CHr»trf 



H v=. 



O 

-CH 2 -N-C-^^-Br 



60 CH A > C; r 1 2 0 R H -CH 2 -^C-Q-Q 

o 

H _ C H 2 -^C-Q-CF 3 



62 y)-CH z - 12 0 R H -ch 2 -^c^TVch 3 



63 CkQ-CH 2 - 1 2 0 R h -c^c-Q-c^ 

64 Cl-^VcH;,- 12 0 R H 



-CHj-N-CH^^-CN 



65 Cf~ ; , y-CH 12 0 R H 9 ' 



-CH 2 -»C-^ 



66 Ch^>CH 2 - 12 0 R H _ CH2 _^^> 
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Table 1.9 



C< Nk» Pd ' R^" (CH2) r k m n chira,i ty > ~(CH 2 )p^-(CH 2 ^G-R 6 



89 ci-\ >-ch 2 - 1 2 0 S h 



90 ci-< >-ch 2 - 1 2 0 S 



95 o-\ >-ch 2 - 1 2 0 S h 



97 a-C )-CH 2 - 12 0 S 



-(CH 2 ) 2 - 



0 W Bf 
o / 



:(ch 2 ) 2 - , , 

n \=s 



o Cl 



91 c^\J-CH 2 - 1 2 0 S H -CCHA-M-O^-C. 

92 cmQ-CH 2 - 1 2 0 S H -(ch^nI^ 

93 Ch-/~~VcH 2 - 1 2 0 S h 



H \=/ 

OCH 3 
-(CH 2 ) 2 -N-C- ^ 

OCH 3 



Q OCH 3 



94 C\~\ /~CH 2 ~ 12 0S H -(CH 2 ) 2 -N-C-^^ 



-(CH 2 ) 2 « 



«<3 



OCH 3 
,CF 3 



96 c^{>ch 2 - 12 0S h _ (CH2)2 . [;r ^ CH3 



H -(CH 2 ) 2 -N-C-hQ-CI 
98 CmQ"CH 2 - 12 0S H -(CH^C-Q-OCH, 



O Cl 



99 cy-Q-CHr 12 0S h _ ( ch 2 ) 2 -n-c-^ 



Cl 
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Table 1.10 



R 5 



100 Ch-^-CH 2 - 1 2 0 S 



H 



102 cH^ycHz- 1 2 0 S 



104 ci-4>ch 2 - 1 2 0 S h 



106 Ch-< >-ch 2 - 12 0 S 



H 



107 cmQ>-ch 2 - 1 2 0 S 



0 CN 



"(CH 2 ) 2 



101 ChH^jHCH^ 12 0 S H frui 



O P 
P F \-< CF3 



103 C(-(~y CH r 1 2 0 S H -(CH 2 ) 2 -N-C-f VcF, 



F 



-{CH 2 fe-N-C- 



105 c^~}-ch 2 - 1 2 0 S H - (C H 3)? -^?-0 



o OCF: 



-(CH 2 )_ 

H 



-{CH 2 ) 2 -n-C-< 



O 



O _y CF 3 



108 C h-Q-CH 2 - 1 2 0 S h -(Ch 2 ) 2 -n-chQ> 



0 ? N 

NO- 



109 cm(>ch 2 - 1 2 0 S h -(Ch 2 ,-4^ 

110 cm(>ch 2 - 1 2 0 S h -(CH 2)r ^-Q- N03 
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Table 1.11 



c r pd - *>( CH 2>r 

No. Fr 



k m n chirality R 3 



-(CH 2 )p|-(CH 2 )5-G-R 6 
R 5 



111 cK\ >-CH 2 - 12 0 R 



o , CF 3 
CF 3 



-<CH 2 ); 



112 ci-\>-ch 2 - 12 0 R 



H 



-(CH 2 ) 2 -N-C^3 
F 3 C 



113 Ch-\ >-CH 2 - 12 0 R 



H 



-(CH 2 ) 2 



114 c 



t~^y~CHr 12 0 R . 



H 



-(CH 2 ) : 



o r 



115 ci-A )-CH 2 ' 1.2 0 . R 



116 C^H>-CH 2 - 12 0 R 



H 



PCH 3 



-(CH 2 ) 2 -N-C- w 



117 Cr-( >"CH r 12 0 R 



n 1 0CH 3 

( 

-(CH 2 ) 2 -N-C"^J~OCH 3 



118 ChA >CH 2 - 12 0 R 



H 



och 3 



119 cM Q>_ 



CH 2 - 12 0 R H 



-<CH 2 ) 2 -Nh£ 



CF 3 



120 ck >-ch 2 - 12 0 R 



-(CH 2 ) 2 



0 ^ 



CH 3 



121 cK />-CH 2 - 12 0 R 



-(ch 2 ) 2 -n-c-Qhci 
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Table 1.12 



C To 6 ' r^ 0 ^ k m n chirality R3 -(CH 2 )^(CH 2 fc-G-R 6 
— Ft 5 



124 ch^J-CH 2 - 12 0 R H 9 

. -(CH 2 ) ; 



130 a-\ >-ch 2 - 12 0 R 



H 



131 CI— <Q>-CH 2 - 12 0 R 



Pi 

) 

CI 
CN 



122 ci— C }-CH 2 - 1 2 0 R h - /T\ 

^ ~(CH 2 ) 2 -N-C-(_)-OCH : 

123 C^Q-ch 2 - 1 2 0 R H -(CH^-^?-^ 

125 c-Och, 1 8 0 R „ .^^J 

126 C*-Cy 1 2 0 . R 



H V_/ 



-(CH 2 ) r 



127 C i-^-CH 2 - 1 2 0 R H -(CH 2 ) 2 -N-£-Qy-CF 3 

. F 

128 ' ci-TVch,- 12 0 R 



O Z' 

r-0 



/ CF 3 

H -(CH 2 ) 2 - 

H 

F 

129 CI-Q^CH 2 - 1 2 0 R H "(CH 2)2 -Nf-?H0 3 



F 



O / 0CF 3 



-(CH 2 ) 2 -N-C-^ 



-(CH 2 ) 2 -^C-/)-F 
H \=/ 



O 



132 Cr-^/-CH 2 - 12 0 R H -(CH 2 ) 2 -j^c^Q 
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Table 1.13 



C r Pd ' ^ (CH2) i~ k m n chiralit V R 3 



1CH 2 )i(CH 2 WG-R s 
R 5 



133 cK /-CH 2 - 12 0 R 



134 Ch-^^-CH 2 - 



12 0 R 



H 



-(CHaJa- 



"(CH 2 ) 2 - 



r<3 



135 o-4 >-CH 2 - 12 0 R 



136 CK /^CH 2 - 12 0 R 



-(CH 2 ) 2 -P|C-^> 
Br 



•(CH 2 ) 2 - 



137 ChhQk 



CH 2 - 12 0 R . H 



138 a-\ j>-CH 2 - 12 0 R 



139 cK }~CH 2 - 12 0 R 



140 O-i /Vch,- 12 0 R 



141 a-i }-ch 2 - 12 0 R 



142 Ci-^~^-CH 2 - 12 0 R 



H 



-<CH 2 ) 2 -f 



C! 



-<CH 2 ) 2 



CI 

CI CI 

H # 

CI 

-(CH 2 ) 2 -N-C-^ 
H 3 C 
H3CO 

-(CH 2 ) 2 -^C^0 
H,00 



-<CH 2 ) 2 - 



143 Ci-4 />-CH 2 - 12 0 R 



-(CH 2 ) 2 -N-C-^-Br 



WO 00/69432 



PCT/JP00/03203 




WO 00/69432 



PCT/JPOO/03203 




WO 00/69432 



PCT/JP00/03203 




WO 00/69432 



PCT/JP00/03203 



3 9 



Table 1.17 



Co nT' R> (CH2) r k m n chirali, y 



R 3 



R 



-(CHa^jjfCH^G-R 6 



177 



CH 2 - .12 0 R 



178 Ci-C j>-CH 2 - 12 0 R 



179 ci 



12 0 R 



H 



H 



-CH-J^C-^J)-CI 



CHa 



CH 3 F 
— CH-N-C-f VCI 



H 



CH a 



180 Ch-£>-CH 2 - 12 0 R 



H 



CH 3 



181 Ch-\ >-ch 2 - 12 0 R 



182 ci-4 >-ch 2 - 12 0 R 



H 



CH 3 



NO, 



CH 3 O 



CF 3 



J H \=/ 
CH 3 



183 CK >-CH 2 - 12 0 R 



H 



Br 



CH 3 O / 
CH 3 H ~ 



184 Ci-^~^-CH 2 - 12 0 R 

185 ci-^^-ch 2 - 12 0 R 



186 CH-£^-CH 2 - 12 0 R 



H 



H 



CH 3 O / 

-CH-^C-/? 
I H \=/ 
CH 3 



CI 



CI 



CH 3 O 
CH 3 



:hTVci 



?H 3 O 



CFj 



CH 3 V 



187 O-Q- 



ch 2 - 12 0 R 



H 



CH 3 O 



-CH-N-C-^^-CI 



CH, 
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Table 1.18 



4 0 



Compd. R V(CH 2 ) r 
No. R 2/ 2/1 



k m n chirality R 3 



-(CH 2 )J-( 



-(CHaJ^-j-CCH^G-R 6 
R 5 



188 Ci 



189 CH\ >-CH 2 - 



190 cK /-ch 2 - 



191 0-^^-CH 2 - 



192 Ch\ ,)-CH 2 - 



193 ci-( >-ch 2 - 



194 Ch-( >-CH 2 - 



195 o-< }-ch. 



196 Cl-\ >-CH 2 - 



197 c\-\ >-ch 2 - 



198 cmQ^chj 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



H 



H 



-ch-n-chQ 

CH 3 



9Ha 9 ri 



N0 2 



CH 3 

-CH-M-C- 



CH 



<3 



Br 



I? 

CI 



H 



— cH-N-cnf V-a 



ch 2 - 



-QH-bhC-^J 
CH 2 -^1 F 



(«) P 

-CH-N-C-H^J 

CHrfj) 



-CH-N-C-fJ) 
CH 2 ^ _ 



CH : 
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Table 1.1 9 



Compd. R V(CH 2 ) r 
No. R 2X 2,1 



k m n chirality R 3 



R 4 

"(CH 2 ) r {-(CH 2 ) r G-R 6 
R 5 



199 Ci-iJ-CH 2 - 12 0 R 



200 ct-\ >-ch 2 - 12 0 R 



201 ci-\ >-ch 2 - 12 0 R 



202 Cl— C >-CH 2 - 12 0 R 



203 ch-< v ^ch 2 - 12 0 R 



204 Ch-\ )-CH 2 - 12 0 R 



205 >-CH 2 - 12 0 R 



206 Ch-i>-CH 2 - 12 0 R 



207 CM( >-CH 2 - 12 0 R 



208 CK\ j>-CH 2 - 12 0 R 



209 Ch \}~ CH *~ 12 0 R 



H 



H 



H 



H 



H 



H 



(5) f? 

r 

(S) p 

-CH-N-O 



CI 

(S) fP W 
CH 2 -T| 

(S) Vj-F' 

(S) i? 
— CH-N-C-f >-CI 

ch 2 -Tj 



NO, 



Br 



... 9 CS 

i H P 
O 

-CH-N-C 

i H 9 

O 

o 

CI 

(S) P W 

o 
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Table 1.2T) 



4 2 



m n chiralily r 3 



-(CH 2 )^|-(CH 2 fc-G-R 6 
R 5 



210 Ci -^y~CH z - 



12 0 R 



211 o-CJ-ch 2 - 1 2 0. R 



212 Ci-Q^ch,- 12 0 R 



-CH-N-C-/ > 
O 

O 

o 



213 C»-<>-ch 2 - 1 2 0 R 



O 



214 Ch-{ >CH 2 - 1 2 0 



H 



215 a-{ }-ch 2 - 1 2 0 



H 



-(CH 2 ) 3 -C-^-OCH 3 



216 C h-{VCH 2 - 1 2 0 



H 



-(CH 2 ) 3 -C-/j| 



217 CK /~ CH 2- 1 2 0 



H 



-<CH 2 ) 2 -C^J> 
H 3 CO 



OCH 3 



218 C^T>-ch 2 - 1 2 0 



H 



-(CH 2 ) 2 -C-^-CH 3 



H 3 C 



219 Ch~(>-CH 2 -" 1 2 0 



H 



-(CH 2 ) 2 -C-f VgCH 



220 ci-{ >CH 2 - 1 2 0 



-(CH 2 ) 2 -C-hQ>-CH 3 
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44 



Table 1.22 



C N m o Pd * R2V(CH 2 ) r k m n chirality 



1CH 2 )i(CH^G-R 6 
R 5 



232 ci~^^-ch 2 - 

233 ch-<^-ch 2 - 



239 



240 



241 



242 



234 CH-£>-ch 2 - 



235 C\-\ >-ch 2 - 



236 Ch-\ >-ch 2 - 



237 a-l >-CH; 



238 Ch-< >-CH 




ch 2 - 



CH r 



CH 2 - 



Ch "{j h - CH2 



2 0 



2 0 



2 0 



2 0 



2 0 



2 0 



2 0 



2 0 S 



2 0 S 



2 0 S 



2 0 S 



H 



H 



H 



H 



H 



H 



H 



H 



H 



O 

-(CH 2 ) 3 -C-N-<^ 



O 
ti 



"(CH 2 ) 3 -C-N-CH 2 H^ 



P jsW° H3 



-(CH 2)3 -C-N-^ 



H ~CH 2 - CH-CH 2 -C-N- CH 2 -^y C \ 



-CH 2 -hJ-C-OCH 2 -Q^ 



O 

-CH-ac- 



CH; 



CI 



3 



-CH^N-C-Q 
-CH^-N-C-Q 

-CH r h*-C-f > 



H \=/ 
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Table 1.2 3 



C °Nk> Pd ' R2^ (CH2) r k m n chirality R 3 



"(CH 2 )p^-(CH 2 )q-G-R 6 



243 



244 



245 



246 



247 



248 



249 



250 



Cl 




CH 2 - 



CH 2 - 



CH 2 - 




Cl— & >-CH 2 - 

H 3 CO_ 

Q-CH 2 - 




CH 2 - 



Qkch 2 - 



251 F—i }~CH. 



252 H 3 CO-<\ />-CH: 



253 H3C-i>-CH r 



2 0 S 



2 0 S 



2 0 S 



2 0 S 



2 0. S 



2 0 S 



2 0 S 



2 0 S 



2 0 S 



2 0 S 



2 0 S 



H 



H 



H 



H 



H 



' -CH 2 -N-C-f 7 



H \=/ 



-CH 2 -M-?-^ 



— CH 2 -N- 



,CF 3 



-CH2-N-C- 



9 W CF3 



_ C H r N-0-(_ 



,CF 3 
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Table 1.2 5 



R 1 

Compd. >(CH 2 ) r k m n chirality 
No. Pi 1 



R 3 



-(CH 2 )J-( 



,-□6 



"(CHa^CCH^G-R 
R 5 



266 



267 



270 



271 



273 



274 



265 Br-\>-CH 2 - 



,OCH 3 
CH 2 - 



268 h>c-c-n-^^-chj- 



269 HaC-i-Q-^^ 
o 



H 3 C0 2 C 



\J-CH 2 - 




CH 2 - 



272 HO-^ j^CH r 



,CN 




CH 2 - 



CH 2 - 



275 NC-<\ >"CH 2 - 



2 0 S 



2 0 S 



2 0 S 



2 0 S 



2 0 S 



2 0 S 



2 0 S 



2 0 S 



2 0 S 



2 0 S 



2 0 S 



H 



H 



H 



H 



H 



H 



H 



H 



-CH 2 -N-C-f"~S 



,CF, 



H \=/ 



-CHi-N-C-H*_) 

- CH =-!T c -0 



9 



-CH 2 -N-C 



-CH 2 -N-C-^ 



P F 3 



,CF 3 



-CH 2 -N-C- w 



,CF 3 



-CH 2 -N-C-^ 



,CF, 



-CH 2 -N-C- w 



_ CH _^ CH Q 
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Table 1.2 6 



m n chirality R 3 



"(CH 2 )p|-(CH 2 )5-G-R 6 



277 



283 



284 



286 




276 F -0-CH 2 - 1 2 0 S 



CH 2 - 



278 h 3 co 2 c-\ }-ch 



279 P 3 CO-^^-CH 2 - 



F 3 CO 

280 ' 0-CH 2 - 



281 HO z C-\ >"CH 



282 (h 3 c) 3 c-^)^ch 2 - 



CH 3 
CH 3 



o 



285 0" CH 2- 




2 0 S 



2 o s 



2 o s 



2 0 S 



2 0 S 



2 0 S 



2 0 S 



2 0 S 



2 0 R 



2 0 R 



H 



H 



-CH 2 -N-C-/~ i 



.CF, 



H \=/ 



-CH.-^C-kQ 



-CH 2 -N-C- 



-CH 2 - 



-ch 2 -n-c- w 



-CH 2 -^C-^ 



-CH 2 -N-C 



-CH,- 



WO 00/69432 



PCT/JP00/03203 




WO 00/69432 



PCT/JP00/03203 



5 0 



Table 1.28 



k m n chirality R 3 



~(CH 2 )J-( 



"(CHg^fCH^G-R 6 
R 5 



300 



303 



304 



305 



306 



308 



298 H 3 CO-\J-CH 2 - 



299 H 3 C-^j>-CH 2 - 



,N0 2 



CH 2 - 



0 2 N 

301 



302 0,N-<. .>-CH 2 - 



Q-CH 2 - 



CO2CH2CH3 



Of 



CH 3 
V>-CH 2 - 



307 F3C-C >-CH 2 - 



Br 



CH 2 - 



2 0 R 



2 0 R 



2 0 R 



2 0 R. 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



H 



H 



H 



H 



H 



-CH. 



.CF, 



1 — CH 2 -N-C 



-CH 2 -N-C- 



PF3 



,CF 3 



,CF 3 



-CH 2 ~N>-0 




-c^-nhc-hQ 



-ch 2 -^chQ 
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Table 1.3 0 



m n chirality R 3 



-(C^^CH^G-R 6 
R 5 



320 N \y-™* 



12 0 R 



321 nc-4>-ch 2 - 12 0 R 



322 f _/=Vch,- 12 0 R 



323 fy-TVcH 2 - 1 2 0 R 




324 H 3 oo 2 c-\>- CH s- 1 .2 0 R 



325 F 3 CO-^y-CH 2 - 1 2 0 



F 3 co 



326 Q-CH3- 1 2 0 R 



327 ho 2 C-\}--ch 2 - 12 0 R 



328 (H 3 C) 3 c-( >-ch 2 - 12 0 R 



329 ^ch 2 - 1 2 0 R 

CH 3 

330 ci-H^-CH r 0 3 1 



H 



H 



H 



H 



R H 



H 



-CH 2 -N-C-Q 

-CH 2 -N- C hQ 
_ C H 2 -M-f-^ 



JCF, 



.CF 3 



,CF 3 



.CF, 



-CH 2 -N-C- 

H W 
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Table 1.3 2 



m n chiralify ~(CH 2 )p|~(CH 2 )5-G-R 6 
. R 5 



342 Ch-^^-CH 2 - 0 3 1 



H 



CH 3 O 



343 c; 



ch 2 - 0 3 1 



| H W 
CH(CH 3 ) 2 



344 ci 



CH 2 - 0 3 1 



} H \w 
CH 2 CH(CH 3 ) 2 



345 ci 



ch 2 - 0 3 1 



-(CH 2 ) 3 -C-Q 



346 ci 



CH 2 - 0 3 1 



-(CH 2 ) 2 -C-f VOCH 3 



347 ci— i f-CH 2 - .03 1 



-(CH2) 2 -C-^^-CH 3 
H 3 C 



348 CI 



CH 2 - 0 3 1 



-(CH 2 ) 2 -C-f VCH 3 



349 c 



ch,- 0 3 1 



H _ C h 2 -shQ^CH ; 



350 ci 



CH 2 - 0 3 1 



H 



" cH2_ £fH3~ cH3 



351 ci 



CH 2 - 0 3 1 



H 



-CH 2 -^C-OCH 2 H^ 



352 ci-Q^CH r 0 3 1' 



-CH-0 
CH 3 
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Table 1.3 5 



Compd. R V (CH2) k m n chirality 
No. Ft 



-(CH 2 )X(CH 2 ^G-R 6 
R 



375 Ct-{ ycH 2 - 1 3 0 



H 



-(CH 2 ) 3 - 



376 CK >-CH 2 - 1 3 0 



377 CK Vch 2 - 1 3 0 



378 Ch-Q-CH 2 - 1 3 0 



H 



-(ch 2 ) 3 -c-nhQhoch 3 



CH 3 O 
- CH 2 -C - CH r C- CI 
CH 3 H 



CH^CH 2 -C-N-^>-F 



379. cir-\ >-ch 2 - 1 3 0 



H 



-(CH 2 ) 3 -C-N-^ jHC-CH 3 



380 >-CH 2 - 1 3 0 



381 a-i >-ch 2 - 1 3 0 



H 



H 



-(CH 2 ) 3 "C-^CH 2 -^^ 



382 cmT~Vch 2 - 1 3 0 



383 o-Q-ch 2 - 1 3 0 

384 Ci-{~^CH 2 - 2 2 0 



385 CK >" CH 2- 2 2 0 



H 



H 



-CH 2 -NJ-C-0-CH 2 ^ 



Ct 



9 

-CH-O-C 
CH 3 



- cH *-ir c - w 



,CH 3 



i? 



N0 2 



-CH 2 -N-C- 
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Table 1>3£ 



Compd. R V(CH 2 ) r 
No. FT ' 



k m n chirality R 3 



"(C^Jpl-tCH^G-R 6 



386 



388 



CH 2 - 2 2 0 



387 0~CH 2 - 2 2 0 



CH 2 - 2 2 0 



H 



- cH *-[t c -G 



389 



CH 2 - 2 2 0 



H 



i? 



-CH 2 -hJ-C-^^-C0 2 CH 3 



390 -^y-CHr 2 2 0 



391 



ch 2 - 2 2 0 



392 <(~)-ch 2 - 2 2 0 



-CH 2 -N-C- 




-CH 2 -N-C-/~i 



F 

,OCF 3 



H \=/ 



393 



394 



CH-r 2 2 0 



CH 2 - 2 2 0 



395 



CH 2 - 2 2 0 



9 



-CH 2 -N-C-( >-Br 



396 0^ CH *~ 2 2 0 



H 



-CH 2 -N-C-^-F 
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Table 1.3 7 



Compd. R V(CH 2 ) r k m n chirality R 3 
No. 



397 <~>- 



CH 2 - 2 2 0 



398 \>" CH 2- 2 2 0 



H 



-(CHzJf-i 



-□6 



fTt-fCH^G-R 



-CH 2 -N-C-^_^-CI 



-(CH 2 ) 2 - 



399 0" CHr 2 2 0 



(CH a ) r N-C-Q-^ 




400 



(~>-CH 2 - 



2 2 0 



~(CH 2 ) 2 - 



H \=/ 



401 



CH 2 - 2 2 0 



-(CH 2 )2-N-C- 



C0 2 CH 3 



402 0~ CH2 ~ 2 2 0 



403 ( >-CH 2 - 2 2 0 



404 ( >-CH 2 - 2 2 0 



405 0"" CH2 ~ 2 2 0 



406 ( >-CH 2 - 2 2 0 



H 



H 



H 



-(CH 2 ) 2 



-(CH 2 ) 2 -N-0 




-(CH 2 ) 2 - 



r^6 



,CF 3 

> . 
F 

,OCF 3 



-(CH 2 ) 2 - 



-(CH 2 ) 2 -j*-C- 



407 



CH 2 - 2 2 0 



-(CH 2 ) 2 -N-C-^-Br 
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Table 1.3 8 



C °NT d ' R2^ (CH2) r k m n chiraiity 'r> - (C h 2) JL 



-□6 



rt-ccH^G-R 

R 5 



408 



CH 2 - 2 2 0 



-(CH 2 ) 2 - 



409 <Qh-CH 2 - 2 2 0 



H 



-CI 



-(CH 2 ) 2 -N-C-^-CI 



410 



411 



412 



41 



417 



418 



CH 2 - 2 2 0 



ch 2 - 2 2 0 



ch 2 - 2 2 0 



3 0^ CH2_ 



2 2 0 



, 414 0~ CH2 ~ 2 2 0 
415 <^-ch 2 - 2 2 0 



416 C )-CH 2 - 2 2 0 



>-CH 2 - 2 2 0 



>-CH 2 - 2 2 0 



H 



(S) j? j-^ 
CH 2 CH(CH 3 ) 2: 

(S > P * \\ 
I H \==A 

CH 2 CH(CH3) 2 

CH 2 CH(CH 3 ) 2 . 

-^H-rj-C-H^^-C0 2 CH 3 
CH 2 CH(CH 3 ) 2 

(s, P_^ CF3 

CH 2 CH(CH 3 ) 2 
CH 2 CH(CH3) 2 F 
CH 2 CH(CH 3 ) 2 



CH 2 CH(CHa)j. 



Br 



(S) P 
CH 2 CH(CH 3 ) 2 



CI 



WO 00/69432 



PCT/JP00/03203 



Table 1.3 9 



6 1 



Compd. r V (C h 2) k m n chjra|jty R3 
No. B 



-(CH 2 Jf r ( 



R 5 



419. Q~ 



CH 2 - 2 2 0 



H 



(5) ? jrx 
CH 2 CH(CH3) 2 



420 



421 



422 



CH 2 - 2 2 0 



CH 2 - 2 2 0 



0~ CHz ~ 



2 2 0 



H 



H 



H 




(5) 9 
CH 2 CH(CH3) 2 

(S) ? W 
CH 2 CH(CH 3 ) 2 
(A) 5? ^ 
CH 2 CH(CH 3 ) 2 



423 O^ 0H2 " 2 2 0 



424 



425 



427 



Qkch 2 - 



2 2 0 



CH 2 - 2 2 0 



426 0^~ CH2 ~ 2 2 0 



CH 2 - 2 2 0 



428 0~ CH 2- 2 2 0 



429 0^ CHs " 2 2 0 



H 



H 



H 



H 



H 



H 



H 




- ? H "[|" C "\ =i ' 
CH 2 CH(CH3) 2 

NO, 



k3 

CH 2 CH(CH 3 ) 2 



-Cl^j^CH^J)-C0 2 CH 3 



CH2CH(CH3) 2 



P F 3 



(A) IP W 

I H \=/ 
CH 2 CH(CH3) 2 

I H \=< 
CH 2 CH(CH3) 2 F 

CH 2 CH(CH 3 ) 2 * 

n ' Br 

j H \=/ 
CH 2 CH(CH 3 ) 2 
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Table 1.40 



C N m o Pd ' R^ (CH2)r k m n Chira,it y R3 "(CH 2 )^(CH 2 ^G~R 6 



430 



434 Ch-i >-CH 2 - 1 3 1 



436 c\-\ )-CH 2 ~ 1 3 1 h 



438 CH\ >-CH r 1 3 1 



439 0\-\ >-CH 2 - 1 3 1 H 



9 

}-CH 2 - 2 2 0 H -CH-N-O-^ 



CH 2 CH(CH 3 ) 2 . 



431 O^CH 2 - 2 2 0 H ~?^<>0"" Br 



CH 2 CH(CH 3 ) 2 



432 0~ CH 2- 2 2 0 h "9^^^-^^-! 

CH 2 CH(CH 3 ) 2 

433 0^ CH2 ~ 2 2 ° H -CH-fvhC-Q^-C 



-CH 2 -N-C- 



435 ChnQ^CH,- 1 3 1 - H -^JLfC) 



N0 2 



"CHr-N-C- w 



437 cm(~)-ch 2 - 1 3 1 h -. C h 2 -n-?-hQ- C o 2 ch 3 



-CH 



f W CFJ 



-CH 2 -NhC-f N > 



H V=( 
F 



440 CmT>Ch 2 - 13 1 h P 



-CH ; 



irk* 
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Table 1.4 2 



k m n chirality R 3 



R 



452 chhQ>-ch 2 - 1 3 



H 



-(CH 2 ) 2 - 



■r<5 



,OCF 3 



453 ct-\ >-CH 2 - 1 3 1 



H 



-(CH 2 ) 2 - 



Br 



H W/ 



454 CH\>-CH r 1 3 1 



CI 



-(CH 2 ) 2 -N-C-^ 



455 CK V ^-CH 2 - 1 3 1 



H 



9 



-(CH 2 ) 2 -f^-C-Q^Br 



456 Ch-£ >-CH 2 - 1 3 1 



-(CH 2 ) 2 -N-C-^ >-F 



457 CK-Q-CH 2 - 1 3 1 



-(CH 2 ) 2 - 



458 ct-\ >-CH 2 - 2 2 1 



H 



459 o-O 



CH 2 - 2 2 1 



o _( CH3 
-CH^chQ 



460 Cfr-< >-CH 2 - 2 2 1 



H 



-CH 2 



-M-C-Q-CH3 



461 Ch-i >-CH 2 - 2 2 1 



-CH 2 -N-C- 

2 H W 



CF 3 



462 C m(> 



CH 2 - 2 2 1 



-CH 2 -N-C- 

H )==/ 

H 3 C 
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Table 1.4 3 



Compd. R V(CH 2 )j- k m n chirality R* 
No. Br 



-(CH 2 )^(CH 2 )5-G-R 6 
R 



463 c\-\)-CH 2 - 2 2 1 



464 CK\ >-CH 2 - 2 2 1 



465 C)-< )-CH 2 - 2 2 1 



H 



H 



H 



-CH 2 -N-C-0 
CH 3 

o ^ OCH3 

- CH 2 - N- C-^3~ OCH 3 
OCH 3 

-ch^chQ 



466 C 



KD" cH2 " 



2 2 1 



467 Ch-4 /-CH 2 - 2 2 1 



H 



H 



-CH 2 -N-C-<(3 
-CH 2 -^C-^ 



468 Ch-^~)-CH 2 - 2 2 1 



O / N < CH 3>2 



469 Ct-i >-CH 2 - 2 2 1 



H 



,OCH 3 



470 Ct-< >-CH 2 - 2 2 1 



-CH 2 -N-C-^^-CN 



471 a-i >-CH 2 - 2 2 1 



H -CH 2 -ttC-()-C0 2 CH 3 



472 cj-( >-ch 2 - 2 2 1 



o o 



473 Ct-\ >-CH 2 - 2 2 1 



O _ 0 



H -CH 2 -N-C-^^-C*CH 
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Table 1.46 



Compd. R V(CH 2 ) r 
No. Ft 1 



k m n chiraiity R 3 



~{CH 2 )^(CH 2 ^G-R 6 
R 5 



496 cK\ >-CH 2 - 2 2 1 



-CH 3 



O / 3 



497 Ci-< >-CH 2 - 2 2 1 



Q HO CH (CH 3 ) 8 

_ C h 2 -^c-hQ 



498 CI-<>-ch 2 - 2 2 1 



H 



-CH 2 -N-C 



499 Cr-4 >-CH 2 - 2 2 1 



H 



-CH 2 -N-C-^-N(CH 3 ) 2 



500 .ci-<>-ch 2 - 2 2 1 



-CH 2 -N-C-f >-OCH 3 



501 ci-\ >-ch 2 - 2 2 1 



O NO a 
-CH 2 -N-C-Q 
Br 



502 CI-< }-CH 2 - 2 2 1 



O , N0 * 



503 Ch\)-CH 2 - 2 2 1 



504 C\-\ >-CH 2 - 2 2 1 



9 /-< N02 



N0 2 
H =/ 

,OCH 3 



. CH2 _^_0 

OCH3 



505 CMv >-CiV 2 2 1 



-CH 2 ^CiVBr 



506 CrH >-CH 2 - 2 2 1 



H 



-CH 2 -N-C-/1 
H 0 A 



N0 2 
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Table 1.48 



C N m o Pd ' R^ (CH2) r k m n chiralit y R 3 -(CH 2 )^(CH 2 ^G-R 6 
R 

NH 2 \ oc 

518 rL r »__ 2 2 1- H _ P 



CH 2 - n - C H 2 -j^ C - ^ 

519 OVOch,. 2 2 1 H -ch 2 -J-^ 

520 o-O-ch*- 2 2 1 - -ch 3 _.. . ? 



-CH,-N-C- 

2 H N=/ 



522 Cl-\ >-:CH 2 - 2 2 1 



523 o-Q-CHr 2 2 1 - V « -cw^Lf 

^(CH 2 ) 2 CH-YJ H % 



524 CH-4 >-CH 2 - 2 2 1 



~CH 2 C! 



525 chhOch 2 - 2 2 1- H p Jk CH3 



526 C(-<>-CH 2 - 2 2 1 - h 



527 Cl-\ )-CH 2 - 2 2 1 



-CH 2 -N-C- 
-CH 2 -^-C-Q 

528 CI-^-CH,- 2 2 1 - h _CH 2 _ [t C "yo 

F 3 C 
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Table 1.49 



C °NT d ' r2^ (CH2) ''~ k m n Chirali,y 



-(CH 2 )^(CH 2 )^G-R 6 



529 CI-Qkch 2 - 2 2 1 



I? /=^ no 2 



530 ci-<v >-ch 2 - 2 2 1 



H 



9 



-CH 2 -N-C- 
H 




531 CI-\_>-CH 2 - 2 2 1 



532 CH-i /)-CH r 2 2 1 



533 Ch\ >-CH 2 - 2 2 1 



534 Ct-\J>-CH 2 - 2 2 1 



535 Ch-4 j>-CH 2 - 2 2 1 



536 ct-i>-CH 2 - 2 2 1 



537 C(-hT^-ch 2 - 2 2 1 



538 ci-< >-ch 2 - 2 2 1 



539 Ct-i >-CH 2 - 2 2 1 



H 



H 



H 



H 



H 



9 



CH 3 



-CH 2 -M-C-^>. 

9 y^CHa 



H 3 C 



H 3 C 
H 3 C 

H 3 c-q. G 



-CH 2 -N-C v ^ 



H 3 C CHa 
9 /^CfCHah 



H 3 C 




-CH 2 -N-C-< I 
H V 

HjC 

- CH *-£r c ^y-o 

F 3 C 
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Table 1.5 0 



C N m o Pd ' R^>" (CH2, r k rn n chirality W 



"(CH 2 )pf-(CH 2 )5-G-R 6 



540 Cl-4>-CH 2 - 2 2 1 



541 Ch\ )-CH r 2 2 1 



542 Ch-i >-CH,- 2 2 1 



P 



CH a 



H 2 N 



,ch 2 ch3 



543 CK >-ch 2 - 2 2 1 



H 



-CH 2 -j^C-^^-CH 2 CH 3 



544 cm(> 



ch 2 - 2 2 1 



-CH 2 -N-C 




j? 



545 a-i hcH 2 - 2 2 1 



546 ci-(>-ch 2 - 2 2 1 



547 Ch-\ >-CH 2 - 2 2 1 



548 Cl-\ )-CH 2 - 2 2 1 



549 Ch-i /-CH 2 - 2 2 1 



H 



H 



H 



H 



~CH 2 -^C-f^ 
CI^CI 



-CH 2 - 



i? 



-CH 



-CH 



CI 
CI 



H \=( 
C 

0 2 N = 



550 Ch-\ >~CH 2 - 2 2 1 



H 



0 2 N CI 
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Table 1.51 



Compd. R S-(CH 2 )r k m n chirality 
No. FT 1 



-(CH 2 )i(CH 2 ^G-R 
R 5 



-q6 



551 a-£)-CH t - 2 2 

552 chQ-CHj- 2 2 



553 Ch-\>-CH 2 - 2 2 



554 CM^-CHr 2 2 



555 Ct-( )-CH 2 - 2 2 



556 Cm(^-CH 2 - 2 2 



557 ci-( )-CH 2 - 2 2 



558 Ch{ >-CHr 2 2 



559 Ch-( >-CH 2 - 2 2 



560 Cl-{ >-CH 2 - 2 2 



561 Cl-( >-CH 2 - 2 2 



H 



H 



H 



H 



9 



-CH 2 -M-C-CH 2 - 



-CH 2 -N-C-CH 2 - 



,CH 3 



-CH 2 -N-C-CH 2 -^> 



CF 3 



P 



-CH 2 -r^o 



? 



<a CH> 



-(CH 2 ) 2 -N-C-<Q> 



? H3 9 /—\ 

-CH-N-C-^^ 



CH 3 CF 3 



ir*-0 

I H \=/ 



I 

CH 3 



t 

CH 3 



WO 00/69432 



PCT/JP00/03203 



Table 1.52 



7 4 



C °nT r^-' ch ^t 



k m n chirality R 3 



562 c 



CH 2 - 2 2 1 



563 ci-^>-ch 2 - 2 2 1 



564 Ci 



565 Ci 



566 a ~^y~ 



CH 2 - 2 2 1 



CH 2 - 2 2 1 



CH 2 - 2 2 1 



567 Ci 



ch 2 - 2 2 1 



568 chhQhch 2 - 2 2 1 

569 ci-hQkch 2 - 2 2 1 



570 ci-hQkch 2 - 2 2 1 



571 C h£^-ch 2 - 2 2 1 



572 C 



CH 2 - 2 2 1 



H 



H 



H 



H 



-(CH 2 )i(CH 2 )^G-R 6 
R 5 



9 w ci 

CH 3 



O OCH 2 C H 3 

N >5 \ 

CH-N-C- 
CH 



O , CF 3 

CH 3 F 3 C 

9 F W CF3 

-ch "h ^ \Z/ 
CH 3 

0 _P CF > 
-CH-N-C-^^ 

CH 3 

-CH-N-C-A 
| H W 
CH 3 CF 3 



CH 



CF, 



O , CF 3 

I H 



-CH-NhC- 



CH 3 



CF 3 
F 



-CH-N-C 
I H 
CH 3 

-CH-N-C-^J 
CH 3 

,HiN CF, 



° I-/ 

,c-M 



| H W 
CH 3 
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Table 1.5 4 



C °NT d ' R^ (CHz) r k m n chirality R' 



(CH 2 ) r f 7 (CH 2 )^G~R e 



584 CK >-CH 2 - 2 2 1 



H 



O _ O 



CH 3 



585 CH-(\ >-CH 2 - 2 2 1 



H 



CH 3 



586 Ch-\>-CH 2 - 2 2 1 



H 



-CH~NhC-/^\-CI 



CH 3 



587 CK /hCH r 2 2 1 



H 



-CH-N-C~^-CF 3 
CH 3 



588 CK Jhch 2 - 2 2 1 



H 



CH 3 



589 Ch-< J>-CH 2 - 2 2 1 



H -CH-N-C-< _>C(CH 3 ) 3 

CH 3 



590 Ch-< >-CH 2 - 2 2 1 



H 



-CH-N- C-hQ-CH(CH 3 ) 2 



CH 3 



591 c\-\ }-CH 2 - 2 2 1 



o 

CH 3 



592 CH< >CH 2 - 2 2 1 



CH-l*C-( VOCH 3 



H \= 



CH 3 



593 Ch-<\ >CH 2 - 2 2 1 



H 



-CH-N- C-^^- CH 2 OH 



CH 3 



594 Ch<>-CH 2 - 2 2 1 



H 



-CH-N-C-f >-OH 
CH 3 
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Table 1.5 6 



7 8 



C N m o Pd ' r^ (ch >T 



k m n chirality R 3 



"(CH 2 )^(CH 2 )q-G-R 6 
R 5 



606 ci-Qhch 2 - 2 2 1 



607 a-\ /-CHf 2 2 1 



9 



CH 3 



OCH 3 



608 CHhQkch 2 - 2 2 



H 



609 CJ-<\ >CH 2 - 2 2 1 



610 _ Ci-\>-CH 2 - 2 2 1 



611 Ch-\>-CH 2 - 2 2 1 



612 Ci-^ >~ch 2 - 2 2 1 



613 ci-4 >-ch 2 - 2 2 1 



H 




614 Ch-4 >-CH 2 - 2 2 1 



615 Ch-(~)~CH 2 - 2 2 1 




616 a-\ >-CH 2 - 2 2 1 



-CH-N-C- 
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Table 1.5 7 



Compd. R V(CH 2 ) r k m n chirality R 3 
No. Br 



1CH 2 )X(CH 2 )^G-R 6 
R 5 



61 



1 Ct-<> 



CH 2 - 2 2 1 



618 a-£>- 



ch 2 - 2 2 1 



619 c 



620 ci 



621 C 



622 Ci 



623 c 



624 a 



625 Ci 



-o- 



CH 2 - 2 2 1 



CH 2 - 2 2 1 



CH 2 - 2 2 1 



Chu- 2 2 1 



CH 2 - 2 2 1 



CH 2 - 2 2 1 



ch 2 - 2 2 1 



626 c ^O~ CH 2 - 2 2 1 



627 c 



CH 2 - 2 2 1 



H 



H 



H 



' H 



H 



H 



H 



CH 3 



-CK-NHC 
I H 
CH(CH 3 ) 2 



-CH- 
I 

CH(CH 3 ) 2 



«<3 

CH 3 ) 2 

0 , E 

| H \=/ 
CH(CH 3 ) 2 

CH(CH 3 ) 2 
0 / 

| H \=/ 
CH(CH 3 ) 2 

O > 
-CH-N-C-f> 



Br 



CI 



N(CH 3 ) 2 



OCH 3 



I 

CH(CH 3 ) 2 



| H \=/ 
CH(CH 3 } 2 



N0 2 



-CH-N-C-/~S 
| H \==/ 

;h 3 ) 2 

RjC 
CH 3 h 



I 

CH(CH 3 ) 2 

-CH-r 
I 

CH(CH 3 ) 2 CF 3 



OCH 2 CH 3 



•CH- 
I 

CH(CH 3 ) 2 
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Table 1.5 8 



C °N m o Pd * R^ (CH2) r k m n chirality R> 



-(CHa^CH^G-R 6 
R 5 



628 c 



CH 2 - 2 2 1 



629 Ch-\_>-CH2- 2 2 1 



630 c 



CH 2 - 2 2 1 



631 a-\ )~CH 2 - 2 2 1 



H 



| H W 
CH(CH 3 ) 2 

-CH-N-C-f} 
| H W 

CH(CH 3 ) 2 



O /* 

I H W/ 



OCF 3 



I 

CH(CH 3 ) 2 




I H 

CH(CH 3 ) 2 CF 3 



632 "ctH yoH z - 2 2 1 



633 c 



CH,~ 2 2 1 



634 Ch-< >-CH 2 - 2 2 1 



635 CK >-CH 2 - 2 2 1 



636 c *-^)~ 



CH 2 - 2 2 1 



637 Ch-4 >-CH 2 - 2 2 1 



H 



H 




-CH-N-C- 
' I H 

CH(CH 3 ) 2 CF 3 

O , CF 3 

t H W 
CH(CH 3 ) 2 F 

O P p 3 

-ChfN-C 
I H 
CH(CH 3 ) 2 

-CH-N-C-f\ 
| H \=/ 
CH(CH 3 ) 2 ■ 

O , CH 3 

| H \=/ 
CH(CH 3 ) 2 

o F> 

CH(CH 3 ) 2 



638 Ci-< x >-CH 2 - 2 2 1 



H 



| H W/ 
CH(CH 3 ) 2 
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Table 1.5 9 



Compd. R V(CH 2 ) r k m n chirality R 3 
No. Fr 



iCH 2 )p^-(CH 2 ^G-R 6 

R 5 . 



639 Ch ~V>- CH 2*" 2 2 1 



640 CH-QHCH r 2 2 1 



H 



-CH-||C~^^~N(CH3) 2 



I 

CH(CH 3 ) 2 
O 



-CH-j*C-^^OCH 3 
CH(CH 3 ) 2 ■ 



641 ChH^>-CH 2 - 2 2 1 



-CH- N- C-^^- C0 2 CH 3 



I 

CH(CH 3 ) 2 



642 C 



643 C 



CH 2 - 2 2 1 



CH2- 2 2 1 



H 



H 



u u 



I 

CH(CH 3 ) 2 



O 

■ y 



-CH-N-C-^JKCF 3 
CH(CH 3 ) 2 



644 Ch\ >-CH 2 - 2 2 1 



H 



-CH-N-C-^^-C(eH 3 ) 3 



I 

CH(CH 3 ) 2 



645 Cf-\ >-CH r 2 2 1 



-ChhW-C-i^J^-NH 2 
CH(CH 3 ) 2 



646 >-CH 2 - 2 2 1 



H 



- CH- jj C-^^- CH 2 OH 
CH(CH 3 ) 2 



647 Ci-i >-CH 2 - 2 2 1 



H 



•CH-N-C-/^Vc-CH 3 
| H \=/ 
CH(CH 3 ) 2 



648 Ch< >-CH 2 - 2 2 1 



H 



— CH-N- C-^~V CH(CH 3 ) 2 



I 

CH(CH 3 ) 2 



649 CH<\ > CH 2" 2 2 1 



H 



- (j;H- N- OCH(CH 3 )2 



CH(CH 3 ) 2 
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Table 1.60 



C N m o Pd : R^> (CH ^r k m n chirality 



"(CH 2 )^(CH 2 ^G-R 6 



650 ct-\ >-CH 2 - 2 2 1 



651 Ch-< >-CH 2 - 2 2 1 



652 Ci-^)>~CH 2 - 2 2 1 



653 Ch-<)-CH 2 - 2 2 1 



H 



-CB-N-C 

! h 

CH{CH 3 b 



9 W c <> 



CH<0^) 2 



f CHCHj 



CH(CH 3 ) 2 
f? 



CH(CH 3 ) 2 



654 ci-\ >-ch 2 - .22 1 



655 ct-< >-CH 2 - 2 2 1 



H 



? 

r 

CH(CHj)j 



C-CH 3 



CH(CH 3 ) 2 



656 CM\ >~CH 2 - 2 2 1 



H 



CH(CH 3 ) 2 



657 ch-< }-CH 2 - 2 2 1 



658 CmQkch 2 - 2 2 1 



659 C»H^-CH 2 - 2 2 1 

660 Ch-<£^-CH 2 - 2 2 1 



H 



H 



H 



CH(CH 3 ) 2 



CH(CH 3 ) 2 



CH(CH 3 ) 2 




N0 2 



T H 
CH(CH 3 } 2 
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Table 1.61 



Compd. R V(CH 2 ) r k m n chirality R 3 
No. Fr 



-(CH 2 teT7( 



-(CH 2 )p-h(CH 2 )q-G-R 6 
R s 



mQ>-ch 2 - 2 2 



661 ci 



662 Ci-i }-ch 2 - 2 2 



663 Ct-i >-ch 2 - 2 2 



664 Ch-<(~)-CH 2 - 2 2 



665 C 



CH,- 2 2 



hnQ-CHj- 2 2 



666 C 



667 ci-4 )-CH 2 - 2 2 



668 C! 



CH,- 2 2 



669 ci-^)-CH 2 - 2 2 



670 Ci 



671 C 



CH,- 2 2 



CH,- • 2 2 



H 



H 



CH(CH 3 ) 2 OCH 3 



9 yH3 

H-NhC- 



CH{CH 3 ) 2 3 



f JC' 



H 



CH(CH 3 } 2 



CH(CH 3 ) 2 . 



ff 

-<^H-N-C- 
CHlCHjfe 

CH(CH 3 ) 2 3 




CH(CH 3 ) 2 



CH(CH 3 ) 2 CH 3 



CH(CH 3 ) 2 • 

-CH-N-C-/1 
CH(CH 3 ) 2 
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Table 1.62 



C °N m o Pd * R^>" (CH2) r * m n chirality * 



-(CHa^CH^G-R 6 
R 5 



672 cK /-CH a - 2 2 1 



673 ct-n£ >-CH 2 - 2 2 1 



H 



CH(CH 3 ) 2 H 
C(CH 3 ) 2 



674 Ch-\ >-ch 2 - 2 2 1 



675 ci— { >-CH 2 - 2 2 1 



H 



CH(CH 3 ) 2 



. 5? 

C(CH 3 ) 2 



676 Ch-C >-CH 2 - 2 2 1 



677 cK >-CH 2 - 2 2 1 



678 a-\ )-CH 2 - 2 2 1 



679 Ch-< >-CH 2 - 2 2 1 



680 Ch-< >-CH 2 - 2 2 1 



681 c»-\ >-CH 2 - 2 2 1 



682 cr^O 



ch 2 - 2 2 1 



H 



H 



H 



CH(CH 3 ) 2 H 
CH(CH 3 ) 2 6h 3 

CH(CH 3 ) 2 
CH(CH 3 ) 2 



9 

-CH-N- 
T H 
CH(CH 3 ) 2 



CH(CH 3 ) 2 



CH 3 



P 



-<j;tt-N-c- 



-/I 



CH(CH 3 ) 2 



C(CH 3 ) 3 
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Table 1.63 



c °NT d * r^ (CH2 *~ k m n chlralit y 



1CH 2 )i(CH 2 )^G-R 6 



683 Ch-4 >-CH 2 - 2 2 1 



684 Ch-^)^CH 2 - 2 2 1 



685 ct-Q^-CHz- 2 .2 1 

686 Cm(~)-CH 2 - 2 2 1 



687 a-\ >-CH 2 - 2 2 1 



688 CH\ >-CH 2 - 2 2 1 



689 Ch-^~^-CH 2 - 2 2 1 



690 CH-Qh 



CH 2 - 2 2 1 



691 CH^^-CH 2 - 2 2 1 



692 Ch-< >-CH 2 - 2 2 1 



693 CH-<>"CH 2 - 2 2 1 



H 



H 



H 



H 



I H S SCH 3 
CH(CH 3 ) 2 3 

ft 

-CH-N-O-Qjp 
CH(C H H 3)2 *V 

CH(CH 3 ) 2 g 



^CH 3 



| H \=/ 
CH 2 CH(CH 3 ) 2 

-CH-N-c-f? 



CN 



Br 



-CH- 



0 ,KCH 3 ) 2 



_H-N- 
-CH-N-C 
-CH-fS 



»K3 



OCH 3 



0 ,CF 3 



-CH-N-C- 



F 3 C 
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Table 1.6 8 



c °N m o pd ' r2^ (CH2) ~ k m n chiralit y 



738 c-(> 



CH 2 - 2 2 1 



-(CH 2 AcH 2 )q-G-R 6 



9 /=^ CH 3 
H,C 



739 ct-4>-CH 2 - 2 2 1 



740 a-i >-CH 2 - 2 2 1 



741 Ch-i >CH,- 2 2 1 



742 C(-4>-CH 2 - 2 2 1 



743 Ch-< >-CH 2 - 2 2 1 



744 Ch-< >-CH 2 - 2 2 1 



745 CMk >CH 2 - 2 2 1 



H 



H 



H 



H 



-CH-N-C- 

u 




NH 



\/ H 3 C 



-CH-N- 

U 



. 9 



P 




V6 



,CH 3 



P /0 ^C(CH 3 ) 3 



746 ci-( )-ch,- 2 2 1 



H 3 C 



CH, 



747 CK >-CH 2 - 2 2 1 



H 



9 /^ CH 3 



P 3 C 



748 CK >-CH 2 - 2 2 1 
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Table 1.6 9 



Compd. ^>(CH 2 ) r 
No. FT 



k m n chirality R 3 



"(CH 2 )X(CH 2 ^G-R 6 
R 



749 CmQ^-CH 2 - 2 2 1 



750 Ci-i >-CH 2 - 2 2 1 



751 ci-<>-CH 2 - 2 2 1 



752 c^}-ch 2 - 2 2 1 



753 Ci-< /)-CH 2 - 2 2 1 



754 ct-<>-CH 2 - 2 2 1 



755 CK >-CH 2 - 2 2 1 



756 Ch-4 />-CH 2 - 2 2 1 



757 a-(J- 



CH 2 - 2 2 1 



758 ct-4>-CH 2 - 2 2 1 



759 ct-i >-CH 2 - 2 2 1 



H 



H 



H 



H 



H 



H 



H 



H 



H 




\/ H 3 C 
CH 2 OH 

CH 2 OH CF 3 

9 PN 

CH 2 OH 
CH 2 OH 

^ 0CH3 



CH 2 OH 



CH 2 OH 



Q OCH 2 CH 3 



CH 2 OH 



CH 2 OH 



/ C0 2 CH 3 



9 ^ 



CH 2 OH 
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Table 1.7 0 



C nT pi?"*- 



k m n chirality R r 



"(CHa^CH^G-R 6 
R 



760 c 



761 ci 



CH 2 - 2 2 1 



CH 2 - 2 2 1 



762 CMJ>ch 2 - 2 2 1 



763 cM^-ch 2 - 2 2 1 



764 CI 



ch 2 - . 2 2 1 



765 CH-4 >-CH 2 - 2 2 1 



766 Ci 



CH 2 - 2 2 1 



H 



H 



CH 2 OH F 

CHjOH 

CH 2 OH 



CH 2 0H 
CH 3 

CH 3 
CH„ 



767 CH-^>-CH 2 - 2 2 1 



768 ci— C >-CH 2 - 2 2 1 



769 Ch\ >-CH 2 - 2 2 1 



770 chh(>-ch 2 - 2 2 1 



H 



CH 3 



Br 



CH 3 
CH 3 

"T!f CH Q 

CH 3 V 
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Table 1.72 



Compd. R S-(CH 2 ) r 
No. Pr ' 



k m n chirality R 3 



~(CH 2 )^(CH 2 )q-G~R 6 
R 5 



782 C»-i >-ch 2 - 2 2 1 



? H3 * X 



,OCH, 



CH 3 



783 ci-\>-ch 2 - 2 2 1 



784 ct-\>-CH 2 - 2 2 1 



785 ci-\ j>-CH 2 - 2 2 1 



786 ct-i >-CH 2 - 2 2. 1 



787 Ch-i >-CH 2 - 2 2 1 



788 Cf-\ >CH 2 - 2 2 1 



789 CH4 >-ch 2 - 2 2 1 



790 >-CH 2 - 2 2 1 



791 a-\ >-ch 2 - 2 2 1 



792 cf\>-CH 2 - 2 2 1 



H 



H 



P H 3 S? W OCH2CH3 
CH 3 



9H 3 9 
— <p-N-C-CH 2 

CH 3 

9H3 p 



9 H 3 i?_W° CH3 

" ? -N-C-Q 

CH 3 OCH3 

H 2 C CH 2 



H 2 C — CH 2 



H 2 C CH 2 
H2O— OH 2 



,CF 3 



CH 3 



H 2 C CH 2 



CI 



H 2 C— CH 2 



H 2 C ' CH 2 



N0 2 



PCF, 
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Table 1.73 



Compd. R S-(CH 2 ) r k m n chirality 
No. FT 1 



-(CH 2 )J- 



-d6 



p-h-(CH 2 )5-G-R 
R 5 



793 Ch\J-Ch 2 - 2 2 



794 C 



795 Ci 



CH,- 2 2 



CH 2 - 2 2 



796 ci-{^-ch 2 - 2 2 



797 o-< )-ch 2 - 2 2 



798 ch-Q-ch 2 - 2 2 



799 ct-< >-ch 2 - 2 2 



800 ci-hQ-ch 2 - 2 2 



801 c 



802 c 



-o- 



CH 2 - 2 2 



CH 2 - 2 2 



803 CI-(3~CH 2 - 2 2 



H 



H 



H 



H 



H 



H 



H 



H 



H 



H 



CH 2 

H2C CH2 P 

H 2 C— CH 2 



H2C CH 2 



SCH3 



H 2 C— CH 2 




C(CH 3 ) 3 



H2C— CH 2 



— C — N-C 

A H 

H 2 C CH 2 



I? 




CH 3 
N0 2 



H2C CH 2 
H 2 C CH 2 

H 2 0""~~CH 2 



H 2 C CH 2 



OCH 2 CH 3 
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Table 1.74 



C °N m o Pd ' R> {CH ^r 



k m n chirality r 3 



"(CH 2 )i(CH 2 )q-G-R 6 
R 5 



804 a-\ >-CH 2 - 2 2 1 



805 cm(>-ch 2 - 2 2 1 



806 o-< jhCHi- 2 2 1 



807 ChH^-CH 2 - 2 2 1 



808 CK >-CH 2 - 2 2 1 



809 CH< >ch 2 - 2 2 1 



810 Oh( >-CH 2 - 2 2 1 



H 



H 



H 



H 



H 2 C CH 2 

P / OCH 3 

H 2 C— CH 2 OCH 3 

H 2 C — CH 2 

P H 



O 



pHj 



o 

1? 

— CH-N-C 
I H 

o 

o CHa 

(CH2) 2 -^NH 2 



811 CH< >-CH r 2 2 1 



H 



{CH2) r C-KW 2 
O 



812 CK4 >-CH 2 - 2 2 1 



813 CH\ >-CH 2 - 2 2 1 



814 Ci 



H y hCH2 " 



2 2 1 



H 



H 



(CH 2 ) 2 -£-NH 2 
O 



SCH, 



(CH 2 ) 2 -9"NH 2 
O 

9 

-<jJH-N-G 

o 



OCF3 
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Table 1.7 5 



Compd. ">-(CH2) r k m n chirality 
Ng. . Fr 



~(CH 2 )^f-(CH 2 ^G-R 6 
R 5 



81 



5 Ct-<Q-CH 2 - 2 2 



H 



-CH-N-C-& /) 
I H V-f 
(CH 2 ) r C-NH2 F 



816 CI 



-o- 



CH 2 - 2 2 1 



817 c *-\y cH 2- 2 2 1 



818 c*-^"^ 0 " 2 " 2 2 1 



H 



H 



-CH-N-C- 
I H 

o 



(CH 2 ) r C-NH, 
O 

(CHjJfC-NHj 



819 c 



CH,- 2 2 1 



820 o 



821 c 



822 C 



CH 2 - 2 2 1 



ch 2 - 2 2 1 



CH 2 - 2 2 1 



823 cmQ-CH 2 - 2 2 1 



824 C 



825 CI 



CH 2 - 2 2 1 



ch 2 - 2 2 1 



H 



H 



H 



H 



H 



9 < CF ' 

-CH-N-C- 
I H 

(CH^rC-N^ CF 3 

o 

(CH 2 ) 2 -£-NH 2 

CH 2 OCH3 

? c.SCH 3 

CH 2 OCH 3 

O H 

CH 2 OCH 3 



P 



H, 




-CH-N-C-/ 

I H ' ^C(CH 3 ) 3 
CH 2 OCH 3 



CH 2 OCH 3 (j^J 



-QhHN-C 



WO 00/69432 



PCT/JPOO/03203 



9 8 



Table 1.76 



k m n chirality R 3 



R 5 



826 cH^)-ch 2 - 2 2 1 



827 Ch-^^-CH 2 - 2 2 1 



828 ci-4 >-CH 2 - 2 2 1 



829 ChH^~cH 2 -* 2 2 1 



830 ci-< >-ch 2 - 2 2 1 



831 ChH^)H-cH 2 - 2 2 1 



832 . cK >CH 2 - 2 2 1 



833 Q-4_>-CH 2 - 2 2 1 



834 CmQh-ch 2 - 2 2 1 



835 a-{ >-CH 2 - 2 2 1 



836 Ch-< >-CH 2 - 2 2 1 



H 



9 



CH 2 OCH 3 




CH 3 



CH 2 OCH 3 
CH 2 OCH 3 

P 



CH 2 OCH 3 .F 

rr W 3 

CH 2 OC H 3 



CH 2 OCH 3 



CH 2 OCH 3 
CH 2 OCH 3 
CH 2 OCH 3 



CH 2 OCH 3 



CH 2 OCH 3 
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Table 


1.77 










Compd 
No. 


^>(CH 2 ) r 


k 


m n chirality 


R 3 


-(CH 2 AcH 2 ^G-R 6 
R 5 


837 


cm O~ ch2_ 


2 


2 1 


H 


CH 2 OCH 3 


838 


ct_ 0" cHf 


2 


2 1 - 


H 


(j) .OCH2CH3 

CH 2 OCH 3 


839 


CI-Q-CHa- 


2 


2 1- 


H 


-CjlH-N-C-^V-OCHa 
CH 2 OCH 3 OCH3 


840 




2 


2 1 


H 


-(CH 2 ) 3 -C^Q> 


841 


• c| -0~ cH2 ~ 


2 


2 1- 


H . 


-(CH 2 ) 2 -ChQ> 


842 


C, -0~ CH2 " 


2 


2 1 


H 


~(CH 2 ) 2 -C-^-CI 


843 


C, - H 0" CH2 " 


2 


2 1 


H 


-(CH 2 ) 2 -C-Q> 
H 3 C 


844 




2 


2 1 


H 


-(CH 2 ) 2 -ChQhCH 3 


845 


Ch-QHCH 2 - 


2 


2 1 


H 


-(CH 2 ) 2 -C-^\-S-CH 3 

b 


846 


CI-^-CH 2 - 


2 


2 1 


H 


-(ch 2)2 -c-Q-ohQ 


847 


Ch-^/)-CH 2 - 


2 


2 1 


H 


0 / 
-(CH 2 ) 2 -C-^^-OCH 3 
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Table 1.78 



Compd. R V (CH } 
No. R 2 ^ 2h 



k m n chirality R 3 



R 5 



848 cK\ >"CH 2 - 2 2 1 



849 CK >ch 2 - 2 2 1 



850 o-< hcH 2 - 2 2 1 



H 



H 



-(CH 2 ) 2 -C^^CH 3 
H 3 C 

O ° CH 3 
-(CH 2 ) 2 -C^Q 

H 3 CO 

O 

O 



851 >-ch 2 - 2 2 1 



H 



9 w CF3 



852 Ch-^yHCH 2 - 2 2 1 



o 

-ch 2 -^nhQ-cf 3 



853 ci-^^-ch 2 - 2 2 1 



-CH 2 -N-C 

H H 



854 CM( >-ch 2 - 2 2 1 



H 



" CH ^!T c -^Vi 



855 CK >-CH 2 - 2 2 1 



H 



-CH 2 -N-C- 
H H 



CH, 



856 ci-< >-CH 2 - 2 2 1 



857 ov-i )-CH 2 - 2 2 1 



o / C " CH3 



-CH 2 



-CH 2 - 



och 3 



858 ci-< >-CH 2 - 2 2 1 



H 



-CH 2 -N-C- 
H H 



OCH 3 
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Table 1.79 



^T 1 * R2^ (CH2) *~ k m 0 Chiralily R3 ~( CH 2^ 



- D 6 



(CHs^CH^Q-R 1 
R 



859 ci-( >CH 2 - 2 2.1 



H 



-CH 2 



860 C1-<Qhch 2 - 2 2 1 



O _< CN 



861 Ci-Q-CH 2 - 2 2 1 



H 



862 Ch-(>-CH 2 - 2 2 1 



- CH 2 - N-C - N-\V CH 3 
H H Nss=/ 



863 



CI-h(3-C h 2- 2 2 1 



OCH 3 



864 a-(>-CH 2 - 2 2 1 



H 



• CH 2 - N-C - N - ^^ - oc H 3 



865 Cf-\J-CH 2 - 2 2 1 



H " CH 2'N:f-0-CH3 



866 Ch-(^}-CH 2 - 2 2 1 



H 



-CH 2 -N-S- 

H h W 



867 Ch-< >-CH 2 - 2 2 1 



H 



-CH 2 -N-S-<f~S 



CF, 



868 CK >-CH 2 - 2 2 1 



869 CmQhch 2 - 2 2 1 



-CH 2 -N-S-^)-CH 2 CH3 



O 

-s- 
o 

0 



-CH 2 - N- S-Q- CH(CH 3 ) 2 
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Table 1.8 0 



C N n o Pd ' R^" (CH2) r k m n chirali <y r 3 



-{CH 2 ) f f-(CH 2 ) r G-R 6 
R 5 



870 CK >"CH 2 - 2 2 1 



871 ci-^(^-CH 2 - 2 2 1 



-CH 2 - 



O / 3 

• CH 2 " N- S-^~ (CH 2 ) 3 CH 3 



872 ci-i )-ch 2 - 2 2 1 



H 



O 



873 ci-< >-ch 2 - 2 2 1 



-CH 2 -N-C-OCH 2 h^ 



874 o-< >-CH 2 - 2 2 1 



-CH-OC- 
CH, 



CI 



875 



>-ch 2 - 2 2 1 



o y 



876 Br— { >-CH 2 - 2 2 1 



O A 



CF 3 



877 nc-\ >-CH 2 - 2 2 1 



O , CF > 

-CH 2 -^C-Q 



878 0 2 n-Q^-ch 2 - 2 2 1 



879 S^)-ch 2 - 2 2 1 



H 



O / 



P p 3 



-CH 2 -N-C- ^ 



-CH 2 - 



880 



O" 0 



CH 2 - 



2 2 1 



CF, 



- CH ^ c -w 
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Table 1.81 



Compd. V(CH 2 ) r k m n chirality 'r 3 -(CH 2 fe-|-(CH 2 )^G-R 6 
No. R H 5 



883 



884 



881 /=V CH2 - 2 2 1 - H _ch 2 -»C-{J 

O , cp 3 

F o / CF ^ 

CJ-CHr 221 H -CHa-.c-^ 



882 W "°>=\. (>)2 . 2 2 1 - H 



o _ O / 

tbC-c-fJ-Q-wr 2 2 1.- H _ CHj _n.^_Q 

o f 



9 /=v o , CF 3 

885 h 3 c-s-\ >-ch 2 - -221 



886 f^>ch 2 - 2 2 1 - h 



888 ho-^~^-ch 2 - 2 2 1 



H 



0 , CF ' 



-CH 2 -N-CH^ 

— o c 

887 f 3 c-<Q-ch 2 - 2 2 1 - H _ CH2 _^_^-i 



o CF ' 



- CH2 -tf c - w 



P F * 

889 / \-i >-oh 2 - 2 2 1 H 



CH 2 - 2 2 1 " "CH 2 -C^ 



ci o - CF3 

I 

H 



891 c^O-ch 2 - 2 2 1.- H -ch 2 -^C-/ 
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Table 1.8 2 



C ° N ^ pd ' pa>"( CH 2)r km n chirality R 3 ~(CH 2 )^-(CH 2 y^G-F{ 6 
. ; rJ 

H 3 co CF 



892 A.^ 2 2 1 



0 2 N 

893 



HO CH 3 

894 h 3 C-^~Vch 2 - 2 2 1 
CH 3 • 



895 £^-<CH 2 ) 2 - 2 2 1 



.CN 

896 



897 



H 



CH 2 - 2 2 1 H . _ C h 2 -^6h^ 

O , CF 3 

CH 2 -N-C-<3 



~CH 2 -jshC 



H > — ' 

CH 2 - 2 2 1 - H ~CH 2 -J-^ 



898 H0 2 C^Q-CH 2 - 2 2 1 - h _ CH2 _^?^ CF3 

_PCH 3 CF;) 

CF 

900 h,co 2 c-{>ch 2 - 2 2 1- H -CHr»0-£$ 5 



901 y— vV 2 2 1 h ° W 

0 2 N 

.902 Q-CH 2 - 2 2 1- H -cn^lfC 

0 2 N H W 



CF, 



WO 00/69432 PCT/J POO/03203 



1 0 5 

Table 1.83 



C °Nk, Pd ' R ^" (CH2) r k m n chiralit y R3 ~(CH 2 )^T7(CH 2 )q-G-R 6 



H 3 CO 

903 0~ CH 2- 2 2 1 

OCH 3 



905 



906 



909 



910 



907 r=*Cr 2 2 .1 - H 

Vch(CH 2 ) 2 - 



Br 




913 H 3 co-\ >-ch 2 - 2 2 1 H 



-CH 2 -N-C 



° 2 ^>ch 2 - 2 2 1 - H -CHrf}-t<5 

Q-(CH 2 ),- 2 2 1 - H -CHrM-t/S 



PF 3 
H N=> 

H W> 

CF 3 



-CH 2 - 

CF 3 



A.M./ c 
908 W h >^ ^ 2 2 1 - H -CH2 „ 



0-srk>«- 221 ■ H -^K^ 

CI O / CFa 

CH<>CH 2 - 2 2 1- H -CH 2 -N-C-<3 

o F 



CI. O , CF; > 



911 /=V C H 2 - 2 2 1 - H _ CH; 



912 I J-CHr 2 2 1 H _ CH2 



*K3 



•CH.-N-C-Q 



WO 00/69432 



PCT/JPOO/03203 



1 0 6 



Table 1.84 



k m n chiraiity R 3 



"(CHa^CCH^G-R 6 
R 5 



914 O-^-Q-™'- 2 2 1 



OH 

915 Q--W 2 2 1 



916 n )-CH 2 - 2 2 1 



917 



ch 2 - 2 2 1 



918 H^C-CH^-^^-OV 2 2 1 



919 



h 3 chQ- 



CH 2 - 2 2 1 



OCF 3 

920 <3"»*. * 2 1 



921 



^Q-CH 2 - 2 2 1 



H 



H 



H 



H 



0 / CF 3 



-CH 2 -N-C 
H 



O / 

o , c 



~CH 2 



O / CF 3 



-CH 2 -N-C 



O , CF 3 



-CH 2 



-CH 2 - 



o / 



O , CF 3 
~CH 2 -M-C-Q> 



-OU-N-C-/ 



922 [>-CH 2 - 2 2 1 



923 _Q 2 2 1 
C| -\J- CH - 

924 H,N ' < L k 2 2 1 



O-cht 



H 



H 



O / J 



o , CF 3 
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Table 1.8 5 



Compd. R V(CH 2 ) r 
No. Fr 1 



k m n chirality R 3 



"(CH 2 )p^-(CH 2 )q-G-R 6 



925 h 2 n-c-{~Vch 2 - 2 2 



927 



930 



931 



932 



933 



935 



926 0- CHj_ 0~ CM2 " 2 2 



f 3 co 



o- 



CH 2 - 



Q-CHr 



CH 2 - 



N0 2 



<pH 3 
' 1 CH- 



0 2 N 

o- 



CH 2 - 



2 2 



928' F 3 co\ /V-CH r 2 2 



929 h 3 cs-hQ^ch 2 - 2 2 



2 2 



2 2 



2 2 



2 2 



934 (^CH 2 - 2 2 



2 2 



H 



H 



H 



H 



H 



H 



H 



H 



H 



H 



H 



- ch *-s- ch O 

-CH^ffC-Q 



-CHj-N-C 



PF 3 



,CF 3 



?J-T 
-CHs-N-C-H^ 

_ CH2 -N-C^Q 



.CF 3 



_ CHr .N- C - w 



Pf 3 



^ CF3 



-CHj-N-C 
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Table 1.8 6 



m n chirality R 3 



-(CHaJjrf-fCH^G-R 6 
R 5 



936 



N0 2 
CH 2 - 



2 2 1 



- CH ^ C - W 



.CF, 



937 (h 3 o 2 n-\ )-ch 2 - 2 2 1 



9 ^ 




938 CHH Q_ CH2 _ 2 2 1 



-CHj-N-C- 



939 ^^J h== \_^_ 2 2 1 



,OH 



940 



CH 2 - 



2 2 1 



-CHj-N-. 



941 ^ L !$ B= \ ^ 2 2 1 



~ CH *t- c -w 



PF 3 



942 CK >*CH 2 - 2 2 1 



943 Cm(>~ch 2 - 14 0 



H 



CF 3 



I H 
CH(CH 3 ) 2 CF 3 

-CH 2 -M-C- ^ 



944 ci~< >-CH 2 - 1 4 0 



H 



-CH 2 -M-C~f } 



PH 3 



945 ci-\ >-CH 2 - 14 0 



-CH 2 -r*-c-Hf > 



H >=/ 



946 Ci-i >-CH 2 - 1 4 0 



-(CH 2 ) 2 -rshC-^-N0 2 
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Table 1.87 



Compd. R V(CH 2 )r 



k m n chirality R 3 



R 5 



-(C^^CH^G-R 6 



947- cmCJ^CHj- 1 4 0 



-(CH 2 )2-HhC-^J- OC H ; 



948 ci-^)-CH 2 - 1 4 0 



-(CH 2 ) 3 - 



949 Ct-\>-CH 2 - 1 4 0 



H 



9 



-(CH s ) 3 -C-N-CH 2 hQ> 



950 Ct-i >-CH 2 - 0 4 1 



951 . . cmT>-ch 2 - 12 0 R 



H 



-CHa-N-C-^J^-O-.C- CH 3 



952 CK >-CH 2 - 12 0 R 



i? 



-CHr-^C-<Q^-N(CH3) 2 



953 Cm()-CH 2 - 12 0 R 



954 cK >-ch 2 - 12 0 R 



955 Ci-0- cl V 12 0 R 



956 Ch\_j>-CH 2 - 12 0 R 



12 0 R 



957 ct-^^-CH 2 - 



H 



-(CHzJz-M-O-^h-NtC H 3 ) 2 

H 3 C-NH 

-(CH 2 )2-N-CH^ 
H 3 C-NH 

? 



-(CH 2 ) 2 -^-C- 



HO 
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Table 1.8 8 



C °No Pd ' R2^ (CH 2)r k m n chiraiity R 3 



iCHg^CH^G-R 6 
R 5 



958 ch!>-ch 2 - 



959 ci — ch 2 



960 ciH >-ch. 



961 cm(Jkch 2 - 



962 Qt-i >ch : 



963 Cf-Cj-CH^ 



964 ch-\ Vch 2 - 



965 ct-l Vch 2 - 



966 Ch-i >-CH 2 - 



967 c\-{ hcH 2 - 



968 ci-< >-ch : 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



H 



H 



H 



H 



H 



H 



H 



H 



H 



OH 



I? j—\ 9 

H \=y H 



o 

-(CH^r-N-C- 



N-C-CH3 



-CH 2 -N-C-^-N-CH 3 



-(CH 2 )2-N-C-^^-N-CH 3 



? 



-(CH 2 )rN-C-Q-OH 



i? 



-CH^-M-C-^^- C0 2 CH 3 
-(CHz^N-C-^^- CX) 2 CH 3 



-CHj-N-C-^^-C-CHa 
-(CH 2 ) 2 -M-C-( = )-C-CH 3 



--CH r N-C-^piH 
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Table 1.8 9 



Compd. R V(CH 2 ) r k m n chirality 
No. Fr 



-(CH 2 J^( 



"(CH 2 ) r i-(CH 2 )^G~R 6 
R 5 



969 Ch-4>-CH 2 - 



970 ChH^^-CH 2 - 



971 Ch-\>-CH 2 - 



972 Ci-4 >-ch 2 - 



973 . ch-\ >-ch 2 - 



974 ci-< >-ch 2 - 



975 ChHx Vch 



976 c\-l /Vch 2 - 



977 ci~<(~)-ch 2 - 



978 CM^-CH 2 - 



979 Ci-<\ >-ch 2 - 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



H 



H 



H 



H 



H 



H 



H 



-(CH 2 )2-N-G 



P 

-CHjr-N-O 



-(CH 2 )2-N-C- 



N(CH 3 ) 2 



N(CH 3 ) 2 



NH 2 



NH 2 



-CHr-N-C-0- 
"(CHaJa-N-O-Q-NHj 



-(CH^r-N-C-Q 
-CH2-N-C-/VNH 



-iCH s)r -N-C-Q^NH 



WO 00/69432 
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Table 1.9 0 



C °N m c Pd ' R^ (CH *>r 



k m n chirality R 3 



~(CH 2 )pt(CH 2 ^G-R 6 



980 cm£~)~ch 2 - 12 0 R 



9 

o *1n-och 3 



981 cm^~^-ch 2 - 12 0 R 



982 Ci-\ >-CH 2 - 12 0 R 



983 CK >-CH 2 - 12 0 R 



-(CH 2 ) 2 



HN-C-CHj 



9 



-CH^-fj-C- 
(H 3 C) 2 N 



~(CH 2 ) 2 -j^L^ 



984 >-CH 2 - 12 0 R 



9 



~ CHr H*^"0~ CH 2° H 



985 Ch-\ >-ch 2 - 12 0 R 



H 



9 



(CH 2 )2-W-C-H^-CH 2 OH 



986 



12 0 R 



987 2 2 1 



H 



_ C H 2 -^c-{3 



988 o\ /-CHjj- 1 4 0 



H 



-CH^C^Q 



989 ch-4 >-CH 2 - 1 4 0 



-CHj-J^C-O-CHj-^) 



990 ct-<^-CH 2 - 1 4 0 



H 
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Table 1.91 



Compd. R >-(CH 2 )r k m n chirality R 3 
No. R 1 



"(CH 2 )p|-(CH 2 )^G-R b 
R 5 



991 Ch-O-CHa- 1 4 0 



H -(CHjJr-C-Q 



992 ct-0- CH 2' 1 4 0 



993 ci-0- CH 2- 1 4 0 



9 



OCH, 



-(CH 2 ) 2 -C-^y-OCH 3 

9,=< CBl 

-(CH 2 )^C- 




H 3 C 



994 Ci-C}- CH 2 - 1 4 0 



-(CH 2 )3-C-h^J> 



995 O-O-CHj- 1 4 0 



H 



P /=\ 
-(CH 2 )3-C-^_^-OCH 3 



996 C 



CH 2 - 1 4 0 



H 



CH 3 



997 ct-O-CHi" 2 2 1 



998 Ch-Q-CH 2 - 2 2 1 

999 ci-{~)~ch 2 - 2 2 1 



1000 Cf-nTVcHj- 2 2 1 



1001 Ct-^^-CH 2 - 2 2 1 



H 



H 



H 



CH 2 CH(CH 3 ) 2 



CH 2 CH(CH3) 2 



,CH 3 



CH 2 CH(CH,) 2 



P /=< 0CH3 

CH 2 CKCH 3 )2 

p OCH 2 CH 3 

CH 2 CH(CHj) 2 
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Table 1.92 



k m n chirality *r 3 



~(CH 2 )p|-(CH 2 )^G-R G 
R 5 



1002 cMv>-ch 2 - 2 2 1 



1003 c 



CH 2 - 2 2 1 



1004 CK\ >-ch 2 - 2 2 1 



1005 ci-< >-ch 2 - 2 2 1 



1006 Cf-\ >-CH 2 - 2 2 1 



1007 a-< >-ch 2 - 2 2 1 



1008 a-< /Vch 2 - 2 2 1 



1009 CiH /Vch 2 - 2 2 1 



1010 CK\ >-CH 2 - 2 2 1 



1011 o-( Vch 2 - 2 2 1 



1012 Ct-\ )-CH 2 - 2 2 1 



H 



H 



H 



H 



H 



-f*ft CH 0 



CH 2 CKCH 3 )2 



f CH 2 CH3 



O / 

CH 2 CH(CH J ) 2 

OCH 3 



CHsCKCHa^ OCH 3 
O / CCH 3 

CH 2 CH(CHj) 2 OCH3 
CH 2 CH(CH3) 2 



-OCH 2 CH 3 
64 2 CKCH 3 }2 OC^CH 3 



o P° 



(CH 2 ) r £-NH 2 
O 



— ctt-N-a 



0CH a 



(CH 2 )2HJ-NH 2 

o 



rN- 
H 

o 

O 

(CHlJrf-NH, OCH3 
O 



OC^CH-, 



CHjCHj 
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Table 1.93 



C °N m o Pd ' R^ (CH2) r k m n chiralit v R 3 -(ch 2 ^. 



(C^Jg-J-tCHaJg-G-R 6 
R 5 



1013 CK J^ch 2 - 2 2 1 



o _/ 
-^JJ-C-^-OCH 3 

{CH 2 )r^-NK2 OCH 3 



1014 CM^-CH 2 - 2 2 1 



1015 Ch-Q- 



CH 2 - 2 2 1 



H 



H 



O OCH,CH, 

-yH-N-C-^-OCH 2 CH 3 

(CHz)r?-NH a 
O 

O OCH 2 CH 3 
(CH2)2HJ-NH2 OCHjCHa 



1016 Q-hQ-ch 2 - 2 2 0 



H 



P F 3 



- cH? -{r c -w 



1017 ChH >-CH 2 - .220 



H 



9 



-CHg-N-C^Q 



1018 Cl-^^-CH 2 - 2 2 1 



H 



-CH 2 - 



9 ~J PC 

A3- 



pCH 2 CH 3 
OCH 2 CH 3 



1019 Ch-{ >~CH 2 - 2 2 1 



H 



OCH 2 CH 3 



OCH 2 CH 3 
OCH 2 CH 3 



1020 CY-l yhCH 2 - 2 2 1 



H 



PC H 2 C H 3 



-ch 2 -n-c— r v— och 3 



1021 >-CH 2 - 2 2 1 



1022 cK >-ch 2 - 2 2 1 



1023 ci-4 >ch 2 - 2 2 1 



H 



H 



_ CH _^ C _0 

F 3 CCH 2 0 



OCH 2 C F 3 



OCH3 



CH 3 OCH 

is) 9 W CH2CH3 



-CH-N- 
T H 
CH 3 



-6 
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Table 1.94 



C °N m o Pd ' £x cH *>r 



k m n chirality R 3 



"(C^^CCH^G-R 6 



1 024 c 



1025 c 



1 026 c 



-o- 



CH 2 - 2 2 1 



CH 2 -. 2 2 1 



CH 2 - 2 2 1 



1027 ci-< >-CH 2 - 2 2 1 



1 028 ci 



CH 2 ~ 2 2 1 



1029 cm£~^-ch 2 - 2 2 1 



1030 Ch-4 >-CH 2 - 2 2 1 



1031 ci 



1032 c 



1033 ci 



1 034 c 



ch 2 - 2 2 1 



CH 2 - 2 2 1 



CH 2 - 2 2 1 



CH 2 - 2 2 1 



H 



H 



H 



H 



H 



H 



H 



PCH, 



CH 3 0CH 3 

(5) ^ OCH2CH3 

-(j:i-HJvhC-^jKOCH 2 CH3 
CH 3 

iS) ? W° CH2CH3 
-^H-W-C-^V0CH 2 CH 3 

CH 3 OCH 2 CH 3 
(S)" p y- OCH 2CH 3 

-^h-^c-hQhoch, 



CH 3 

(S) 
-^H-hhC 

Cl-U 



>CH 2 CF 3 



(S) p PCHaCHj 
CH-, 



PCH 3 



CH 3 



CH 



CH 3 OCH 



k5 



l 3 

CH2CH3 



-CH-M-C- 

i h 

CH 3 



~CH-^C-"^ == VOCH 0 
CH 3 OCH3 
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Table 1.95 



Compd. R V(CH 2 ) r 
No. Pr 1 



k m n chirality R 3 



1 035 ci-hQk 



ch 2 - 2 2 1 



1036 ci-h(~}-ch 2 - 2 2 1 

1037 ChH^-CH 2 - 2 2 1 



1038 o-Q-ch 2 - 2 2 1 



1039 ci-< )-ch 2 - 2 2 1 



1040 ci-( >-ch 2 - 2 2 1 



1041 CK >-CH 2 - 2 2 1 



1042 Ci-Q^CH 2 - 2 2 1 

1043 ch-<Q>-.ch 2 - 2 2 1 



1044 a-^}-CH 2 - 2 2 1 



1045 Ct-4 >-ch 2 - 2 2 1 



H 



H 



H 



~(CH 2 )p^-(CH 2 )5-G-R 6 
R 



-CH-N-C-(^J>-OCH 2 CH : 
CH 3 



OCH 2 CH 3 



OCH 2 CH 3 



-CH-N-C-^V 00 H 2 CH 3 
CH 3 OCH 2 CH 3 

-CH-N-C-^J^-OCH 3 
CH 3 

DCH 2 CF 3 



I H \==. 
CH 3 



CH 3 



OCH 2 CF 3 
OCH 2 CH 3 



PCF 3 



CH 3 



OCH 3 



(/:?) ff _^K 

CH 3 

-CH 2 -N-C-^J> 
H 2 N 



P 



-CH 2 -M-C- 
H,N 




CI 



9 /-T 3 

-CH 2 -N-C-Q 
H 2 N 



-CH 2 -N-C-( / N ) 



H )=/ 
H 2 N 
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Table 1.9 6 



C N m o Pd ' R> (CH2) i" k m n chirality R' 



-(CH 2 )i(CH 2 )q-G-R 6 
R 5 



1046 CK >"CH 2 - 2 2 1 



1047 o-Q- 



1048 c 



ch 2 - 2 2 1 



ch 2 - 2 2 1 



1049 ct-^J-cH 2 - 2 2 1 



1 050 ct-\ >-ch 2 - 2 2 1. 



1051 ct-<£j>-CH 2 - 2 2 1 



1052 ci-{ >-CH 2 - 2 2 1 



1053 a-\ >-CH 2 - 2 2 1 



1054 CH< >CH 2 - 2 2 1 



1055 ci-i >-CH 2 - 2 2 1 



1056 ct-C >CH,- 2 2 1 



H 



H 



H 



H 



H 



H 



-CH 2 -^C-H^> 
H 2 N CI 



jj) / CH 3 

-CH.-M-C-0 

H 2 N CH 3 

PCH 3 



P 

-CH 2 -I^C- 



^C-^HOCH 3 
H 2 N OCH 3 

H 2 N Br 



(S) 9 



PCH 3 



-0 

CH 2 CH(CH3) 2 OCH3 



CH 2 CH 3 



CH 2 CH(CH3) 2 

-^H-j^C-^V-OCH 3 
CH 2 CH(CH 3 ) 2 OCH 3 

lS) ? w 0CH2CH3 

^^rt 0 OCH 2 CH 3 

CH 2 CH(CH3) 2 

is « , _^ CHiCHs 

-^K-r^C-^VoCHgCHa 
CH 2 CH(CH3) 2 OCH 2 CH 3 

(S) 9 P CH 2 CH 3 

-^H-N-C-^^-OCH 3 
CH 2 CH(CH 3 ) 2 

( s) 9 ^ CF3 

CHjCHtCH^ OCH 2 CF 3 



WO 00/69432 



PCT/JP00/03203 



1 1 9 



Table 1.9 7 



Compd. r V (C h 2 ) k m n chjra | ity R3 "-(CH 2 )pfr(CH 2 )^G-R 
No. Fr n5 



1057 ch-^}-CH 2 - 2 2 



1058 c; 



ch 2 - 2 2 



1059 Ci-{^CH 2 - 2 2 



1060 c; 



CH 2 - 2 2 



1061 Ch-(J^CH 2 - 2 2 



1062 CI 



1063 O 



1 064 Cl 



CH 2 - 2 2 



CH 2 - 2 2 



CH 2 - 2 2 



1065 C^--Qkch 2 - 2 2 



1066 Cl 



1067 C 



CH 2 - 2 2 



CH 2 - 2 2 



H 



H 



H 



~ OCH 2 CH 3 
-CH-^C-^J^ 
CH 2 CH(CH 3 ) 2 



CH 2 CH(CH 3 ) 2 



,OCH 3 



CH 2 CH(CH3) 2 



OCF 3 



(A) J PCHaCHa 
— CH-N-C— OCH 3 
CH 2 CH{CH 3 ) 2 

-(pH-N-C-HQ 
CH 2 CH(CH 3 ) 2 OCH 2 CF 3 



OCH 2 CH 3 



OCH3 



CH 2 CH(CH 3 ) 2 

-CK-^C-^J 
CH 2 CH{CH 3 ) 2 

-CH-N-C— ( ) 
s H ^ — 
CH 2 CH(CH 3 ) 2 

r> P CH 3 
CH 2 CH(CH 3 ) 2 OCH3 

-CH-j^C-H^J 
CH 2 CH(CH3) : 

w 9 



CHzCHtCHJj OCH 3 
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Table 1.98 



Compd. R V(CH 2 ) r 
No. FT J 



k m n chirality R 3 



"(CH 2 )i(CH 2 )5-G-R 6 
R 



1068 Ch-i >~ch 2 - 2 2 1 



1069 cr-£)~CH 2 - 2 2 1 



1070 O-i >-CH 2 - 2 2 1 



-CH-M-C-^J^OCH 2 CH 



OCH 2 CH 3 



PCH2CH3 



CH 2 CH(CH 3 ) 2 

- C H-N- C-H^V- OC H 2 C H 3 
CH 2 CH(CH 3 ) 2 OCH 2 CH 3 



1071 ci-< >-CH 2 - 2 2 1 



CHjOCHj-^ 



1072 a-C >-CH 2 - 2 2 1 



1373 Ct-(~)-CH 2 - 2 2 1 



1074 



CHa- 2 2 1 



1075 a-i >-ch 2 - 2 2 1 



1076 Cl~£ /J-CHj- 2 2 1 



H 



H 



I 



CH-N-C- 



CHjOCHj- 



9 

I H ^ 



-CH- M-C 
CK.0 



^a 0CH 2"O 

i k* 



1077 CK )-CH 2 - 2 2 1 



1078 a-C >-CH 2 - 2 2 1 



CHjOCHj-^ 
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Table 1.99 



Compd. r ^( C h 2 v- k m n chirality R 3 
No. R 2 



R 5 



-(CH^CCH^G-R 6 



1079 Ct-i >-CH 2 - 2 2 1 



1080 Cl-C/-CHr 2 2 1 



1081 a-\_/-CH a - 2 2 1 



1082 ci-Q- CH *- 2 2 1 



1083 Ch-0- CH 2- 2 2 1 



1084 Or-\ i~. CH 2- 



12 0 R 



1085 Ci 



CH 2 - 12 0 R 



1086 C\-^)-CH 2 - 



12 0 R 



1087 Ci-Q^CH 2 - 12 0 R 



H 



H 



H 



H 



H 



OCHjCHj 



9 

J-O 
OH 2 OCH 2 - 

9 ^° CHa 

> 



I 

CH, 



CH 3 

-CH 2 -N-C-< > 



H >= / 
H 2 N 

-CHi-ffO-^J 
H 2 N 

H 2 N 



1088 d-Hf>CH 2 - 1 2 0 R H _ C H 2 -r*c-<Qp 



1089 Ci-O-CHr 12 0 R 



H 



-CHj-N-C-f 
H N" 
H 
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Table 1.100 



(CH 2 ^(CH 2 )q-G--R 6 
R 5 



1090 &-1 >-CH 2 - 12 0 R 



H 



-CH 2 -N-0 



r OCH 2 CH 3 



1091 Ch-^)-CH 2 - 1 2 0 R 



1092 Ci-\ >~CH 2 - 12 0 R 



1093 C!-^~~^CH 2 - 12 0 R 



1094 . CK JhCH 2 - 12 0 R 



H 



-CH 2 CH 2 -N-0 




CI 



H -CH 2 CH 2 - 



H )==/ 
H 2 N 



5? 



-CH 2 CH 2 -N-C-^J) 
H 2 N 

-CH 2 CH 2 -N-?-T]Q 
H 



1095 Ch-\ >-CH 2 - 12 0 R 



-CH 2 CH 2 -^C-<Qp 



1096 cK >-ch 2 - 12 0 R 



-CH 2 CH 2 -N-C- 



1097 Ci-\ >-ch 2 - 12 0 R 



-CH 2 CH?-N- 



1098 Ci-4 /-CHj- 1 2 0 R 



-CH 2 ~^C-^J--CH3 



1099 CmQkch 2 - 12 0 R 



-CH ? - 



1100 Ch(J-CH r 12 0 R 



-CH 2 -M-C-^Jh-F 
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Table 1.101 



Compd. R S- (CH v_ k m n chirality ' R 3 ~(CH 2 )pT7 
No. R ° 5 



(CHaJpi-fCH^G-R 6 
R 5 



1101 cmQ^ch 2 - 12 0 R 



1108 



1109 



1110 



1111 



CH,- 12 0 R 



1102 ct-\J~CHi 



1103 H 3 C-T>- CH *- 12 0 R 



1104 H 3 c-(>-CH r 12 0 R 



1105 h,0-O-. ch *- 120 R 



1106 H 3 C^Q-CH 2 - .12 0 R 



1107 H 3 c-i)-CH 2 - 12 0 R 



TJ-CHr- 

CH 3 
CH 3 

CH 3 
PH 3 
-CH 2 - 

CH 3 
CH 3 
£^-CH 2 - 
CH 3 



12 0 R 



12 0 R 



12 0 R 



12 0 R 



H 



H 



H 



H 



-CH 2 



o / CH3 

-CH 2 -N-C-<^^-NO 



9 



Br 



-CH^rV-CHT r-CH 3 



CI 



-CH 



-CHf-N-C-<_)-F 



P H 3 



-CH^t*C-^J^-N0 2 



Br 

-CH 2 -W-C-( VCH 3 



-CHz-N-C-^J^-CHj 
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Table 1.102 



C N m o Pd " R^ (CH2) r k m n chirality R' 



:h 3 

111 2 oJ^ CH 2" 12 0 R 

CH 3 



1118 



1120 



1121 



1113 cy-\ >-ch 2 - 2 2 1 



1114 CK >-CH 2 - 2 2 1 



1115 ct-< x )-ch 2 - 2 2 1 



1116 ch\>-ch 2 - 2 2 1 



1117 ct-£J-CH 2 - 2 2 1 



1119 HaCS-Q^CHz- 12 0 R 



H 3 CC( 

Q-CH 2 - 1 2 0 R 



OCH, 



°2 N -0" CH 2~ 



12 0 R 



1122 (HiCfeCH-O-CHr 1 2 0 R 

CH(CH 3 ) 3 



H 



H 



H 



H 



H 



H 



H 



H 



H 



H 



"(CH 2 )pf-(CH 2 )5-G-R 6 
R 5 



9 r-f" 3 
-CH 2 -n-c-hQ^~no 2 



_CH 2 -m.?-^_ C h 3 

-C^-N-C-^J-F 
-CH 2 -M-C-h^Jh-F 
:CH 2 -N-C-^-CH 3 

-CH 2 -N-C-^ 
-CH 2 -N-?-^ 



CH 3 

H N-,~V V" N °2 
.CF 3 



Cf 3 



CF 3 



-CH 2 -Nr-C-f \ 



PF3 



H \==/ 
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Table 1.103 



Compd. n >-(CH 2 )r k m n chirality R 3 
No. Pr 1 



-(CH 2 )X(CH 2 )^G-R 6 
R 



1123 



/-hTVch*- 12 0 R 



\=/ Br 



H 



-CH. 



1124 



CH 2 - 



12 0 R 



-CH 2 -M-C-f N > 



CF 3 



Ch-^^CH 2 - 2 2 1 



1125 



1126 CH4 >-ch 2 - 2 2 1 



1127 * ch-( /-ch^ 2 2 1 



1128 Ci-h^-ch^- 2 2 1 

1129 o-^-CH*- 2 2 1 



H 



H 



H 



H 



H 



-CH-N-C-^^-CI 
CHjOOV^ 

-CH-N-C-^J^-Br 



-CH-N-C 

| H . W 



1130 Ch-4 Vch 2 - 2 2 1 



1131 CK Vch 2 - .22 1 



H 



ch 2 ochtO 



1132 CJ-Q-CHr 2 2 1 



. H 



I H 



1133 



H 3 G 




H 3 CCK\ >-CR 



12 0 R 



9 X 

-CH 2 -N-C-f > 



P F 3 



H W/ 
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Table 1.10 4 



Co N ^ pd - |^>-(CH 2 ) r k m n chirality 



R 3 



"(CH 2 )i(CH 2 VG-R 6 
R 5 



1135 



1136 



1137 



1138 



1140 



1141 



H,0 




1134 H 3 co-yj-CH r 12 0 R 
H 3 co 



NO z 



2 0 R 



r 




ch 2 - 1 2 0 R 



H3C0 



Br 



ch 2 - 12 0 R 



.1 2 0 R 



1139 Q-(CH 2 ) 2 - 1 2 0 R 



0 2 N 




CH 2 - 



12 0 R 



1 2 0 R 



H 



H 



H 



H 



H 



H 



H 



H 



-CH 2 -N-C 



r.—v 



CF 3 



.CF3 



-CH 2 -N-?-^3 

-CH 2 -N-CM^J> 
-CH 2 -N-C-H^J 



9 

-CH 2 ~N-C- 



-CH 2 -NJ-C- ^ 



PF 3 




V_/ GHr 1 2 0 R 



1142 



1143 JP^ 2 *)- 1 2 0 R 

H3CQ 

1144 Q-CH f 12 0 R 
H 3 C0 



H 



H 



H 



9 

-CH 2 -N-C- 



-CH 2 -M-C- 



_ C H 2 -M- C -^ 



P F 3 
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Table 1.105 



R i 

Compd. "\- (CH2) k m n chjra | ity 
No. Ft 



R 3 



Xr 



-D 6 



-(CH 2 )p-l-(CH 2 ^G-R 
R 5 



H 3 CC 

1145 H 3 COH^/-CH 2 - 
N0 2 



12 0 R 



1146 Q-cx 2 o-Q^cH r 12 0 R 



H 



H 



9 



-CH 2 -M-C 



.CF 3 



,CF 3 



1147 kjC-c-n-^^-chj- 



1148 



1149 



1150 



1151 



1152 



1153 



1154 



1155 




CHj- 



CH 3 
-CH 2 - 

CH 3 
CH 3 

CH 3 
PH 3 
^"CH 2 - 

CH 3 
PH 3 

CH 3 
PH 3 

CH 3 
^H 3 
-CH 2 - 

CH 3 
CH 3 
^-CH a - 



12 0 R 



12 0 R 



12 0 R 



12 0 R 



12 0 R 



12 0 R 



1 2 0 R 



12 0 R 



12 0 R 



-CH 2 -N-C- 



H 



H 



■MP 



-CH 2 - 



-CH 2 -N-C- w 



-CH 2 -N-C^^ 



OCH 2 CH 3 



CH2C H 3 



-CH 2 -N-C-CH 2 -^ 



H 



H 

CH 3 

u 

H 

F3C 



- cH '-r-CC r 

H 
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Table 1.106 



Compd. R S-(CH 2 )r k m n chirality 
No. Pr 1 



R 3 



~(CH 2 )J-( 



iCH 2 )p-f-(CH 2 )q-G-R 6 
R 



1156 



1157 



1158 



1159 



1160 



1161 



CH 3 

CH, 



CH 3 
CH 3 



CH 3 



OH 



H 3 C 



CH 2 - 



1 1 62 h 3 C< 




pH 3 



12 0 R 



12 0 R 



CH 3 
QH 3 

CH 2 - 12 0 R 

CH 3 
CH 3 

CH 2 - 12 0 R 



ch 2 - 1 2.0 R 



12 0 R 



CH 2 - 1 2 0 R 



H 3 C 



"* 3 H3C(> ^y CHr 1 2 o R 




H 



H 



H 



H 



H 



H 



-CH 2 -£C^U 



9 S^ SCH 3 



-CH 2 -||C^jf 



H >==< 
H 2 N CI 



-CH^N-C-nf V 



PCH 3 
OCH 3 



H >=< 
H 2 N 0CH 3 

pH 3 



_ CH2T ?_0 
H 2 N Br 



-CH 2 -N-C-^ 
-CH 2 -N-C-{[5 



1164 H3C ^_ CHz _ 1 2 0 R 



-CHj-N-C-hQ 



1165 /°~^D~ CH2 12 0 R 



H 



9 



-CHj-N-O 



P F 3 



1166 h 3 CO^-ch 2 - 1 2 0 R 



H 



-CH 2 -N-G 
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Table 1.107 



C N m o Pd - R> (CH2) ' 



k m n chirality R 3 



"(CH 2 )J-( 



"(CH 2 )^(CH 2 )^G-R 6 



1167 a-^~^-CH 2 - 2 2 1 



H 



9 

-CH 2 -I^C- 



°-o 



1168 C VVch 2 - 12 0 R 



H 



_ CH2 _„. CH Q 



1169 ^f-Mc,. 1 2 0- R 



-CH 2 -N-C- 



CF 3 



1170 



n 

CX}~ CHi 



12 0 R 



1171 ci-4 /-CHj- 12 0 R 



-CH 2 -N- 



9 /-< CH3 



1172 Ci-\ >-CH 2 - 12 0 R 



H 



H 



1173 ci-4 >-CH 2 - 1 2 0 R 



1174 CMv>-CH 2 - 12 0 R 



1175 H 3 C-4>-CH 2 - 12 0 R 



H 



H 



H 



9 ^^^OCH 3 
H 

9 

c- 

H 2 N 



-CH 2 ~JvhC- 



9 /-< CH3 

~CH 2 -NJ-C-^^-Br 



1176 H 3 C-< >-CH r 12 0 R 



H 



9 _^rv OH 



1177 H 3 c-<>-CH r 12 0 R 



H 



9 ^YV 0 ^ 3 

H 
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Table 1.108 



Compd. R V(CH 2 ) r 
No. Pr 2h 



k m n chirafity R 3 



R 5 



1178 H 3 c-\ >-CH 2 - 12 0 R 



1179 h 3 c^ >~CH 2 - 12 0 R 



H 



H 



HUN 



H,N 



NO z 



1180 H,C-\ >-CH 2 - 12 0 R 



-CH 2 -N-C- 



1181 



1182 



1183 



1184 



1185 



1186 



CH 3 

CH 3 
2H 3 

-CH 2 - 
CH 3 
CH 3 

CH 3 
3H 3 

-CH 2 - 
CH 3 
PH 3 

CH 3 
CH 3 

CH 3 



12 0 R 



12 0 R 



12 0 R 



12 0 R 



12 0 R 



12 0 R 



H 



H 



,CH 3 



H 



H 



-CH 2 -f|OH^^-Br 
H 



. H 2 N 



H 2 N 



~CH 2 -£f-C- 



N0 2 



H 



1187 chh( Jkch 2 - 2 2 1 



H 



9 

-c- 



1188 ch-4 /Vch 2 - 2 2 1 
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Table 1.109 



1 3 1 



Compd. R \_(CH 2 ) r 
No. Ft 1 



k m n chirality 



"(CH 2 )J-( 



-(CH 2 )p-|-(CH 2 )q-G-R 6 
R 5 



1189 c 



CH 2 - 2 2 1 



9 ^Y^f 00 " 3 



1191 



1192 



1193 



1194 



1195 



1196 



1197 



1198 



1199 



1190 ci-4 /-civ 2 2 1 



CH 3 
^H 2 - 

CH 3 
CH 3 

CH 3 
CH 3 

-CH 2 - 
CH 3 
CH 3 

CH 3 

fro* 

CH 3 
PH 3 

CH 3 
CH 3 
S^H 2 - 
CH 3 
CH 3 

CH 3 
^H 3 

-CH 2 - 
CH 3 



1 2 0 



12 0 R 



12 0 R 



12 0 R 



12 0 R 



1 2 0 



12 0 R 



12 0 R 



1 2 0 



H 



H 



H 



H 



H 



H 



H 2 N 



-CH 2 -N-C-^ 




,CP 3 
F 

•CF 3 



-CH 2 -N-C-^-F 



.CFa 



-CH 2 -N-C-<0 
F 3 C 



-CH 2 



_ CH2 _N-c- w 



9 



Br 



. C H 2 -N- C -^J 
F 



ff ( CH3 
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Table 1.110 



Co N ^ pd - P^>-(CH 2 ) r k m n chirality R 3 



1CH 2 )p|-(CH 2 )5-G-R 6 



1200 



1201 



1202 



PH 3 



^-CH 2 - 12 0 R 

CH 3 
PH 3 



ch 2 - 12 0 R 



CH 3 
CH 3 



CH 2 - 12 0 R 



H 



CI 

-CHsrN-C-^-F 



CH 3 



_ CH _N. C _^ 




1203 



H 3 C "0" 



CH 2 - 12 0 R 



.OCF, 



1204 • H 3 c-\ )-CH 2 - 12 0 R 



-CH 2 -N-C-f > 



PP 3 



H )=/ 
F 3 C 



1205 H 3 c-\ /-CHz- 12 0" R 



-CH 2 -N-C 



Br 



1206 H 3 C-\ />-ch 2 - 12 0 R 



9 

-CH 2 -N-C- 



1207 H 3 C-\ >-CH 2 - 12 0 R 



F - 



1208 H 3 c-\ >-ch 2 - 12 0 R 



H 



- CH2 ~K- C - W 



CI 



1209 h 3 c-Q-ch 2 - 12 0 R H _ CH ^l_fi 



pH 3 



1210 H 3 C-\jHCH 2 - 12 0 R 



CI 



- C H 2 -^c-^ 



CI 
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Table 1.111 



Compd. R V(CH 2 ) r k m n chirality R 3 
No. R 2 ^ 



-(CH 2 )p|-(CH 2 )q-G-R 6 
R 5 



1211 n 3 C-\ >-CH 2 - 12 0 R 



-CH 2 - 



1212 h 3 c-( >-CH r 12 0 R 



-CH 2 -N-C- 
H 




.CF, 



1213 Ch\ >-ch 2 - 2 2 1 



1214 chh^-ch 2 - 2 2 



1215 Ct-< >-CH 2 - 2 2 1 



1216 0-< >-ch 2 - 2 2 1 



H 



H 



-CH 2 -N-C- 

F 3 C 

9 



-CH 2 -N-C-0 
F 



P F 3 



9 



-CHg-N-o 




CI 



CI 



-CHj-N-C-^^F 



1217 C\-\ )-CH 2 - 12 0 R 



1218 CK i-CHr 12 0 R 



9 

-CH 2 -N-C- 




-CH 2 -N-C-f ) 



P F 3 



,CH 3 



H )= / 
F 



1219 Ci-hQhch 2 - 12 0 R 



-CH 2 -N-C-^-CI 



1220 Ct-i }-CH r 12 0 R 



1221 ct-( V-CHr 12 0 R 



H 



-CH 2 -M-G 

H 2 N 



H 2 N 
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Table 1.112 



C N m o Pd - R> (CH2) ' 



k m n chirality R ;! -(CHaJJ-fCH^G-R 6 



1222 OhQ-ch 2 - 12 0 R 



9 ^-V CH 3 



1223 a-C >-CH 2 - 12 0 R 



9 X3 



1 224 ci 



>~Q-CH 2 - 



12 0 R 



1225 H 3 0\ )-CH r 12 0 R 



1226 h 3 c-<v . >-CH 2 - 12 0 R 



H 



H 



-CH*-NK>-£_) 
HO 



9 

-CH 2 -M-G 



CI 



-CH^C- 




1227 h 3 c~\ >-CH 2 - 12 0 R 



H 



CH 3 



1228 H 3 C-(v >-CH 2 - 12 0 R 



1229 H 3 c-< >-CH 2 - 12 0 R 



1230 h 3 c-\ ycn r 12 0 R 



1231 H 3 c-( >-CH 2 - 12 0 R 



1232 H 3 C-^ X >-CH 2 - 12 0 R 



H 



H 



H 



-CH 2 -N-?H0 
H 2 N 

-CH 2 -N-C-^^H= 
H 2 N 

H 



HO 
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Table 1.113 



Compd. r \_ (C h 2 )- k m n chirality R 3 
No. R 



"(CH^fCH^G-R 6 
R 5 



CH 3 



1233 f^ CH ^ 

CH 3 

1234 _ 

CH 3 
CH 3 

1235 ^//-CH 2 » 

CH 3 
CH 3 

1236 k^CH 2 - 
CH 3 
CH 3 

1 237 _ 

CH 3 
CH 3 

1238 6,^ CH ^ 
CH 3 

pH 3 

CH 3 
PH 3 

1240 S^ CH2 " 

CH 3 



CH 3 

CH 3 
CH 3 

CH 3 

CH 3 
CH 3 

CH 3 
CH 3 

CH 3 
PH 3 



1241 ch-(~~)-CH 2 - 



1 2 0 R 



1 2 0 R 



12 0 R 



1 2 0 R 



1 2 0 R 



1 2 0 R 



1 2 0 - R 



12 0 R 



2 2 1 



1242 a-4>-CHr 2 2 1 



1243 ci 



CH 2 - 2 2 1 



H 



H 



H 



H 



H 



H 



H 



H 



H 



H 



-CH 2 - f^C-f > 



CI 



-CH 2 -N-C-/^> 



,CH 3 



H >=/ 



9 /-< CH3 



9 




-CHz-N-C- ^ 
H 2 N 



-CH 2 -N-C- 
• H 




H 2 N 



-CH 2 -N-C-f "J 



-CH 2 -N-C-^ 



N0 2 



-CHr-NHC-Q 
HO 



H )=/ 
CI 



-CH 2 -f*-C-< X ) 



CH 3 



h y^ 7 

F 



9 CH3 

-CH^N-C-^jn-Cl 
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Table 1.114 



m n chirality R 3 



1244 chh(~)-ch 2 - 2 2 1 



1245 Q-\ >-ch 2 - 2 2 1 



H 



ICH^fCH^G-R 6 
R 5 



-CHr-J-0 

H 2 N 

-CH 2 -N-?H^F 



1246 ChH (D~ 



CH 2 - 2 2 1 



1247 Ch\ )-CH 2 - 2 2 1 



1248 Ci-\ )-CH 2 - .2 2 1 



H 



H 



? ^CH 3 
"CHa-N-C-nr 



-CH 2 -N-C-f > 



H • )=/ 
HO 



1249 CI-^Qhch 2 - 12 0 R 



H 



-CH 2 -r^c-^jK-ci 



1250 HaO-^^-CHr 12 0 R 



-CH 2 -N-C- 



K" c -0- c ' 



1251 




»r 12 0 R 



CH 3 



H 



-CH 2 -M-C-^_^-CI 



1252 ch-^-ch 2 - 12 0 R 



H 



-CH 2 -N-C-^^-CH(CH 3 ) 2 



1253 h 3 c-\ >-ch 2 - 12 0 R 



H 



-CH 2 -N-C-H( 7-CH(CH 3 ) 2 



1254 



:h 3 

CH 3 



12 0 R 



-CH 2 -N-C-^-CH(CH 3 ) 2 
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Table 1.115 



Compd. R S-( CH2 V- k m n chirality R 3 
No. Pr 



-Q6 



-(CH 2 )p-f-(CH 2 )5-G-R 
R 5 



1255 C>-£y-CH 2 - 12 0 R 



1257 



1259 



1256 HsO-i >-ch 2 - 1 2 0 R 



CH 3 
CH 3 



CH 2 - 12 0 R 



1258 H 3 C-{~)--CH 2 - 1 2 0 R 



CH 3 

rt^CH 2 - 1 ,2 0 R 



CH 3 



1260 h 3 o-4 )-CHr 12 0 R 



H 



H 



H 



H 



H 



H 



-CH 2 ~N-C—( J 



h y=/ 

H 2 N 



H 2 N 



Br 



H 2 N 



Br 



CI 



H >=/ 
H 2 N 



-CH 2 -N-L0 
H 2 N 



CI 



9 



- cH ^ir c " w 



pCH 2 CH 3 



1261 CH-4 )-CH 2 - 1 2 0 R 



1262 H 3 C~{ V-CH,- 1 2 0 R 



1263 



^H 3 



-CH 2 - 1 .2 0 R 



CH 3 



1264 Ch-i V-CH 2 - 1 2 0 R 



H 



H 



H 



-CH 2 -W-C 



9 /^ C ( CH '3)3 



H 3 C 
H 3 C 

/^ C < CH ')3 

H 3 C 
-P^-n-c-^T 

H3C 



1 265 H 3 C-(Q>-CH 2 - 



12 0 R 



H 
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Table 1.116 



Compd. R V(CH 2 ) r 
No. Pr 1 



k m n chirality R 3 



R 5 



PH 3 

1266 ^y° H ^ 

CH 3 



12 0 R 



H 



HjC 




1267 Ch\ >-ch 2 - 12 0 R 



ocf 3 



1268 C>-\ >-CH r 12 0 R 



1269 CI-hQhch 2 -- 12 0 R 



1270 C)-\ >-ch 2 - 12-0 R 



1271 a-\ >-ch 2 - 12 0 R 



H 



H 



H 



H 



CI 



H3CO 



Br 



HO 



CI 



-ch^c-^} 

HO 



1272 H3C-4 >-CH 2 - 12 0 R 



9 ^,rv OCF3 

■ CH2 -rr c -v ] U 



1273 h,c-^~~)-CH 2 - 12 0 R 



1274 H 3 c-4 >-CH 2 - 12 0 R 



1275 H 3 C-^ >-CH 2 - 12 0 R 



^-0 

H3CO 



-CH; 



HO 




.Br 



-CH 2 -n-C- 




HO 



1276- h 3 c-\ >-CH 2 - 12 0 R 



_ CH _M. C _Q_ 



,no 2 

F 
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Table 1.117 



Compd. R S-(CH 2 ) r 
No. ' 



k m n chirality R 3 



-(CH 2 J-( 



-(C^^CH^G-R 6 
R 



1277 

ch 3 

CH 3 

1278 g.'S-CH,- 
CH 3 
CH 3 

1279 ^ 

CH 3 

1 280 J£V CH 2 - 

CH 3 
■CH 3 

1281 ^~ CH 2- 

CH 3 



CH 3 

CH 3 
CH 3 



1282 C 



12 0 R 



12 0 R 



12 0 R 



12 0 R 



12 0 R 



CH 2 - 2 2 1 



H 



9 /-t;^V OCF3 
H 

-CH 2 -hJ-0 
H 3 CO 

HO 



.CI 



HO 



-CH 2 -N-C-f y-f 



9 ^^OCF-, 



1283 C: 



CH 2 - 2 2 1 



1284 Cl-\>-CH 2 - 2 2 1 



1285 C 



CH 2 - 2 2 1 



H 



CI 



-CH 2 -N-CH0 
H 3 CO 



.Br 



-CH 2 -N-C-H0 
HO 



_ C H 2 -n-c-^J) 
HO 



1286 " .Niay,o-O~ w »" 1 2 0 R h 



-CH 2 -N-C- 

H \=/ 



.CF, 



1287 



0 2f ^-CH 2 - 1 2 0 R h -CH 2 -^-<3 
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Table 1.118 



C °NT d ' r2^ (CH2) ~ k m n chirality 



, -(CH 2 )i(CH 2 ^G-R 6 
R 5 



1 288 H3 c^).ch 2 - 1 2 0 

CH 3 



1289 j-y/) -V 1 2 0 

CH 3 
CH 3 

1290 ^-° H 2- 1 2 0 

CH 3 



R H 



R H 



1291 h 3 c~4 }-ch 2 - 12 0 R 



1292 H 3 C-\ /)-CH 2 - 12 0 R. 



1293 H 3 C-(\ >-CH 2 - 12 0 R 



1294 H 3 c-( >-CH 2 - 12 0 R 



H 



H 



H 



-CH 2 



9 ^ CFa 



_CH 2 -N-C-<p 
H 2 N 

H 2 N CH 3 

- CH2 V-<X7 CH3 



H 



CH 3 



H 2 N Br 

-CH.-fj-C-Q 
F 



9 

-CH 2 ~N-0 



CF 3 
F 



1295 H 3 c-4>-CH r 12 0 R 



H 



9 O^C(CH 3 ) 3 
-CH 2 ^N-C-^J 



1296 H 3 c-\ >-CH r 12 0 R 



H 



f? S^SCH 3 



-CH 2 -j*C-<y 



1297 H 3 CHx >-ch 2 - 12 0 R 



H 3 C 



1 298 H 3 Cu~\ ^r-^r 
Br 




CH 2 - 12 0 R 



H 



H 



F 3 C 

-CHrM-O-Q 



WO 00/69432 



PCT/JP00/03203 



1 4 1 



Table 1.119 



Compd. R^>_( CH2 ) r k m n chirality 



R 3 



"(CH 2 )p?-(CH 2 )q-G-R 
R 5 



;-d6 



H 3 CC( 

1299 h 3 CO-\~Vch 2 - 



1300 



1301 



1305 



H 3 CO 



,OCH 3 
CH 2 - 



OCH 3 

h 3 coh(^-ch 2 - 



H 3 CO 



H 3 CCH 3 

1302 h 3 cohQhch 2 - 



12 0 R 



12 0 R 



1 2 0 R 



1 2 0 R 




1304 Qr-c^yc^ 1 2 0 



H 3 CO-^y-CH 2 - 



2 0 R 



h 3 cch 2 o 

1306 - )=\ ~ 12 0 R 



h 3 o 



1 307 H 3 C 




CH 



,-120 R 



HO 



1308 < f ryj r ~ CHr 12 0 R 



H 3 C 

1 309 h 3 c< 




ch 2 - 1 2 0 R 



H 



H 



H 



H 



H 



H 



H 



H 



H 



-CH^C-C) 
-CH 2 -N-C-^Q 

-CH.-N-C-^ 

MS 



P F 3 



P F 3 



-CH 2 -N-C 



-CH 2 -N-C-^ 

9 



,CF 3 



CF 3 
P F 3 



-CH 2 - 



P F 3 



H V=/ 



-CH^N-C-^J 



WO 00/69432 
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1 4 2 



Table 1.120 



No. Fr 



k m n chirality R 3 



"(CH 2 )pi-(CH 2 )q-G-R 6 
R 5 



h 3 co 

1310 ..^y=\^ / , u _ 12 0 R 



ho-Qhch 2 - 1 



1311 




12 0 R 



1312 /^\-cHr 1 2 0 R 



Br 



1313 



1314- 



1315 



1316 



CH 2 - 



12 0 R 



° 2 V)-CH 2 - 12 0 R 



H 3 C1 q 

X>-CH 2 - 



12 0 R 



F 3 Q 



2 0 R 



o 2 N 

1317 cm Qh C h 2 - 1 2 0 R 



1318 C ^=V CH2 . 1 2 0 R 





1319 o_TW 1 2 0 R 



1320 Bp _0-ch 2 - 1 ? 0 R 




H 



?w CFa 



_ CH2 _^ C _Q 



-CH 2 - 



_ C H 2 -^ C _Q 



-CH 2 -N-C- 



-CH 2 -N-C- 



-CH 2 -N-C-^ 



.CFa 



,0=3 



CF 3 



P F 3 



.CF 3 



WO 00/69432 
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1 4 3 



Table 1.121 



Compd. R \- (CH2) k m n chirality 
No. Fr 



-(CH 2 J- 



^-HCH^G-R 6 
R 5 



1321 CH-Q-CH 2 - 12 0 R 



1322 Ci-< )-CH 2 - 12 0 R 



12 0 R 



1323 cm£~^-CH 2 - 



1324 C)-^y-CH z - 12 0 R 



1325 CH-( >-CH 2 - 1 2 0 R 



1326 c\-\}-CH 2 - 1 2 0 R 



1327 0-4 >-ch 2 - 12 0 R 



1328 H 3 c-< }-ch 2 - 12 0 R 



1329 H 3 c-(^-CH 2 - 1 2 0 R 



1330 H 3 C-4>-ch 2 - 12 0 R 



1331 H 3 c-( )-ch 2 - 12 0 R 



H 



H 



H 



H 



H 



H 



H 



-CH 2 -N-C-^J)-CI 
-CH 2 -N-C--^J^*CH 
-CHa-N-C-^^-CI 



-CH 2 -N-C- 



9 /=N 



_ C H 2 _^ C -^J-C-VJ 



_ C H 2 -N-L0 
HO 



0 / CH 3 
-CH 2 -N-C-^ 

H 2 N 

lr{ 

-CH 2 -N-C-H^J-CI 



-CH 2 



-CHz-W-C-^J-CI 
P / CH 3 



WO 00/69432 
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Table 1.122 



C °No Pd R^" (CH2) r k m n chirality R 3 ~(CH 2 )pT- 



(CHa^^H^G-R 6 



1332 h 3 c-4 >-CH r 12 0 R 



H 



1333 H3C-4 >-CH 2 - 12 0 R 



1334 H 3 c-hQ>-ch 2 - 12 0 R 



h 3 



1335 



1336 



1337 



1338 



1339 



1340 



1341 



1342 C 




CH 2 - 



CH 3 



CH 3 

CH 3 
PH 3 

CH 3 
PH 3 

CH 3 
PH 3 
^CH 2 - 

CH 3 
PH 3 

CH 3 
PH 3 

CH 3 



12 0 R 



12 0 R 



12 0 R 



12 0 R 



12 0 R 



12 0 R 



12 0 R 



H 



H 



H 



H 



H 



H 



CH 2 - 2 2 1 



H 



H 



-CHfN-S-0 



H 2 N 



CH 3 



-CH 2 -fs|-C-H^J>-C} 

.-CH 2 -I^C-^J>-CH 3 

-CH 2 -N-?-^-C. 
-CH2-N-C-Q> 



-CHa-N-C-fVc-^ * 



-CH 2 -N-C-0 
HO 



H 2 N 



-CH 
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PCT/JPOO/03203 



1 4 5 



Table 1.123 



Compd. R S-(CH ,)r 
No. R 1 



k m n chirality R 3 



"(CH 2 )pf-( 



"(CH2)pT-(CH 2 )5<3-R 6 
R 5 



1343 >-ch 2 - 2 2 1 



H 



-CH 



1344 o\ )~CHr 2 2 1 



H 



-CH 2 -N-C-H^-CI 



1345 CH-{ i-CHf 2 2 1 



1346 Ci-< >-CH 2 - 2 2 1 



1347 



CH 2 - 12 0 R 



H 



H 



_ CH _^_0 

HO 



CH 3 



-CH 2 -N-C- 




/ 



HO 

9 ^ CH 3 



-CHr-N-c-fJ . 



1348 h 3 c-h(7>-ch 2 - 12 0 R 



H 



-CH 2 -N-C-HfJ 



PH 3 



1349 



CHj- 12 0 R 



CH 3 



1 350 Cl 



CH 2 - 2 2 1 



1351 ct-<> CH 2- 12 0 R 



1352 HjC-nf )-CH 2 - 12 0 R 



1353 



PH 3 

CH 3 



12 0 R 



H 



-CH 2 -N-C-TJ 
-CH 2 -M-C-fJ 



o 




_CM »"H" 



O 



WO 00/69432 PCT/JPOO/03203 



14 6 



Table 1.124 



k m n chirality R 3 



-(CH 2 )p|-(CH 2 )q-G-R 6 



1354 a-£y-CH r 2 2 1 



1357 



1359 



1360 



1355 ci-h(J>-ch 2 - 12 0 R 



1356 H 3 c-\ >-ch 2 - 12 0 R 



CH, 



CH 2 - 12 0 R 



CH 3 



1358 ci-hC >-CH 2 - .221 



ch 3 



^-CH 2 - 

CH 3 
PH 3 
P"CH 2 - 
CH 3 



12 0 R 



12 0 R 



HN 



-CH 2 -[V-C-Hf ^ 



H )=/ 



-CH 2 -N-C-Hp 



9 
c- 

H 2 N 



_CH 2 -M- C -H0 
H 2 N 



CN 



-CH 



H 2 N 



P 



_ CH2 -n- C -h(3 



H 



CH 3 
~CH 3 

CH 3 
CH 3 



1362 



1363 



1361 H 3 c-{ >-ch 2 - 12 0 R 



PH 3 

CH 3 
PH 3 

CH 3 



12 0 R 



12 0 R 



H 



9 



-CH 2 - N-C-^^-OC H 3 



-CH 2 - 



ff /"< CH3 



CH 3 

9 /-lrCH3 

-CHj-N-C-^ 

CH, 



1364 H 3 c-4 >-CH 2 - 12 0 R 



-CH 2 - 



9 _/ Ha 

A3 
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Table 1.125 



Compd. R V(CH 2 )r 
No. Pr ' 



p k m n chirality R 3 



-(CH 2 Jf-( 



,-R 6 



"(CH^CCH^G-R 1 
R 



1365 



1366 




;h 3 

>-CH 2 - 
CH 3 

CH 3 
CH 3 



1 367 H 3 C-\>-CH 2 - 



1368 CHH^-CH 2 - 



1369 o-i ,)-CH 



1 370 ci-Qh-ch 2 - 



1371 ci-(\ i-CHj- 



1372 CK\ 7>-CH; 



1373 h 3 c-(~)-ch 2 - 



1374 h 3 c-\>-CH 2 - 



1375 h 3 c-^_/-ch 2 - 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



.20 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



H 



H 



H 



H 



H 



-CH 



9 



H 3 C 



9 



-CH 2 -M-C-^^-CH3 

9,-f' 

-CH 2 -N-C-\_/-CI 



O /OCH^Ps 
-CH 2 -N-C-0 
F 3 CCH 2 0 

-CH 2 -W-C-fJ 



-CH 2 



_CHr H 




-CH 2 -N-D 




OCH 2 CF 3 



-CH 2 -N-C-^ 
F 3 CCH 2 0 

-CH 2 -N-C-fJ 
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Table 1.126 



c r pd ' ^>- (CH 2>r 

No. Pr 



k m n chirality R 3 



"(CH 2 J-( 



"(CH^CCH^G-R 6 
R 5 



1378 



1379 



1380 



1381 



1382 



1376 H 3 C-\_/-CH 2 - 12 0 R 



1377 H 3 c-\ >-CH 2 - 12 0 R 



:h 3 

-CH 2 - 
CH 3 

;h 3 

-CH 2 - 

CH 3 
CH 3 

CH 3 
CH 3 

-CH 2 - 
CH 3 
PH 3 

CH 3 



12 0 R 



12 0 R 



12.0 R 



12 0 R 



12 0 R 



H 



H 



H 



H 



-CH 2 -(shO 



-CH 2 -N-C-\J-CI . 

^> OCH 2 CF 3 
-CH 2 -{vhC-0 
F 3 CCH 2 0 



9 



-CH 2 -NJ- 



-CH 2 -N-C- 
2 H 




1 383 c\-\ >-CH 2 - 2 2 1 



H 



-CH 2 -N-C- 



,CF 3 
CI 



1384 Ch\ }-CH 2 - 2 2 1 



H 



9 r^ Br 

-CH 2 -N-C-fj 



1385 Cl-( >-CH 2 - 2 2 1 



1386 Ci-<(>-CH 2 - 2 2 1 



H 



H 



-CH 2 -N-C^ . 
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Table 1.12 7 



Compd. R V(CH 2 ) r k m n chirality 

No. 



"(C^^CCH^G-R 6 
R 5 



1387 



1388 



1389 



1391 



1392 



1397 



CH 3 



^-CH 2 - 12 0 R 
CH 3 



CH 3 



ch 2 - 12 0 R 



CH 3 
CH 3 

CH 3 
H 3 C/;H 3 

1390 h 3 chQ-ch 2 - 1 2 0 . R 

H 3 C CH 3 



12 0 R 



H 3 Q_ 
H 3 c_ 0 KCHr 

H 3 C-^^-CH 2 - 



12 0 R 



12 0 R 



1393 h,cch 2 -h(~V-ch 2 - 12 0 R 



1394 H3 c!^CH 2 - 1 2 0 R 



1395 h^o+hTVch.,- 12 0 R 



1396 W 12 0 R 

H 3 c- \_/~ CH 2" 



12 0 R 



H 



H 



H 



9 ^ C(CH ^ 



-CH 2 -N-C-Hf T 

h n- n 

CH 3 



-CH 2 - 



9 



CF 3 



H \=/ 



o CF 



-CH 2 - 



-CH 



9 



P F 3 



-CHj-f^C-/ - ^ 



P F 3 



H V=/ 
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Table 1.12 8 



c °N m 0 pd ' r2>" (CH2) ~ k m n chiralit y 



R 3 "(CH 2 )i-(CH 2 )q-G-R 6 



1398 



1399 



12 0 R 



12 0 R 



H 



H 



-CH, 



-CH 2 -N-C-f > 



1400 



CH \J HCH ^ 



12 0 R 



H 



.CF, 



-CH 2 -N-C- w 



1401 H 3 c-(v />-CH 2 - 12 0 R 



H 



- CH^ -^r^-<PQ' c, 



1402 H 3 c-< >-CH 2 - 12 0 R 



1403 h 3 c-h£^ch 2 - 12 0 R 



H 



-CH 2 -^C-4>OCH 3 
H 2 N OCH 3 



-CH 2 -N-C^ 7/ N 



1404 H3C-4 ^-CH 2 - 12 0 R 



-CH 2 -N-C^J 



1405 H3C-4 /-CH2- 12 0 R 



1406 H 3 c-\ >-CH 2 - 12 0 R 



H 



-CH 



9 



H 3 CS 
-CH 2 -N-C-<J 



1407 H 3 c-<>-CH r 12 0 R 



HjCCh^S 



1408 h 3 c-h( >-ch 2 - 12 0 R 



H 



- CH *-^-£> 



WO 00/69432 
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1 5 1 



Table 1.129 



Compd. R S_ (CH j 
No. Fr ' 



k m n chirality R 3 



ICh^J^CH^G-R 6 
R 5 



1409 h 3 c-hQkch 2 - 12 0 R 



H 



9 ,CH 3 



1410 



.1413 



1417 



CH 3 
CH, 



12 0 R 



1411 Ch-ij-CHr- 12 0 R 



1412 h 3 c-( )-CH f 12 0 R 



CH 3 
CH 3 



CH 2 - 12 0 R 



1414 C 



1415 CH^)- 



h^)^ch 2 - 2 2 1 



CH 2 - 12 0 R 



1416 h 3 oh()-CH 2 - 12 0 R 



PH 3 

JjVcH 2 - 12 0 R 



CH 3 



1418 C^^O^ 



CH 2 - 2 2 1 



1419 ch-4 >-CH 2 - 12 0 R 



H 



H 



H 



H 



H 



H 



H 



H 



H 



9 

-CH 2 -N-C 



H3OC-NH 
6 



9 /=< 



HjOC-NH 
6 



-CH 2 -N-C- 



a 



hUOC-NH 
6 



-CH, 



KjOC-NH 
6 



H 2 N 



,SCN 



-CH 2 ~N-C- 

H 2 N 



-CH 2 -NJ-C- 

H 2 N 




H 2 N 



,SCN 



SCNJ 



•CH 2 -M-C-h0 
H 2 N 



,SH 
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Table 1.130 



C 7o Pd - R^ (CH2) f 



k m n chirality R 3 



-(CH 2 )rf- 



^(CHs^G-R 6 
R s 



1421 



1425 



1420 h 3 c-<v >-ch 2 - 12 0 R 



CH 3 
CH, 



ch 2 - 12 0 R 



1422 ci-<Q>-ch 2 - 2 2 1 



1423 ci-<x /Vch 2 - 12 0 R 



12 0 R 



1424 H 3 c-^-CH 2 - 



CH, 



CH 2 - 12 0 R 



1426 cK />-ch 2 - 2 2 1 



1427 a-^}-CH 2 - 2 2 1 



1428 Ct-< >-CH 2 - 2 2 1 



1429 HjCchiO-C >-ch 2 - 2 2 1 



1430 



VJ~ CH r 2 2 1 



H 



H 



H 



.H 



H 



H 



-CH 



H 2 N 



-CH 2 -N-C-^ 
H,N 



SH 



9 X 

-CH 2 -N-C-^ 
H 2 N 



.SH 



-CH 2 -£hL(~j> 



-CH 2 -NHC- 



■nJ 



9 



-CH 2 -N-C- 



-CH 2 -N-L(~j 



-CH 2 -N-C-0 
H 3 C-NH 



Br 



-CH 2 -N-C- 



(H 3 CkN 




-CH 2 -N-C- 



H 2 N 




H 2 N 



Br 



CI 
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Table 1.131 



C NT d ' R^" (CH2) r k m n Chira,i, y R3 ~(CH 2 )p^-(CH 2 )5-G-R6 

R 



Br 



1431 h>cch 2 o-\ yen*- 2 2 1 



1432 



2 2 1 



1433 KjCchzO^ >-ch 2 - 2 2 1 



1434 h 3 cch 2 o^>-ch 2 - 2 2 1 



1435 h,cch 2 -h( Vch 2 - 2 2 1 



1436 (KjC) 2 ch-( )-ch2- 2 2 1 



1437 h3C(ch 2 ) 2 oh( >-ch 2 - 2 2 1 



1438 H3CCH 2 -\ >-ch 2 - 2 2 1 



1439 (KiOaCH-^^-CHr 2 2 1 



1440 h,c(ch,) 2 o-( >-cH a - 2 2 1 



1441 



ch 2 - 2 2 1 



H 



H 



H 



H 



H 



H 



H 



H 



H 



H 



H 2 N 



-CH 2 -^CH0 
H 2 N 



Br 



cH ^0~ ocH2Chb 



_ C H 2 -^c-^J 
H 2 N 



-CH 2 -N-C-^ 



-CH 2 -N-C-H0 
H 2 N 

-CH 2 -N-C-^ 
H,N 



-CH 2 -N-C-0 
H,N 



Br 



-CH 2 -N-CH0 
H,N 



Br 



-CH 2 -^CH0 
H,N 



Br 



WO 00/69432 
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1 5 4 



Table 1.132 



Compd. R V(CH 2 ) r 
No. Pr 2 ' 



k m n chirality r 3 



1442 h>cch 2 -< >-ch 2 - 2 2 1 



1443 <K>c) 2 ch-\ jh-cHr 2 2 1 



1444 H^ch^o-h^-ov 2 2 1 



1445 H3CCh 2 -hQ>-ch 2 - 2 2 1 



1446 (HsC) 2 CH-<^y-CH r 2 2 1 



1447 KjCfCH^o^QKCH^ 2 2 1 



1448 H 3 CSHjhCH 2 - 2 2 1 



1449 HbCChv-/ jh-CH 2 - 2 2 1 



H 



H 



H 



H 



H 



H 



H 



H 



9 

-CHrf^c 



rr c -0 



• CM r\_/-cH,CH) 



-CHJ-N-C-H0 



-CHy-N-C 



0(CH 2 J2CH, 



-CHrj|c 



ch KI}" ch(cm3>2 



H 1 



CHr^^-OCCHsJzChb 



CHj-^-SCH. 



-CH 2 -N-C-/~^ 



P F 3 



H W/ 



1450 (HjChCH-{ }-cn r 2 2 1 



1451 (K.coy.N-^-cH,- 2 2 1 



1452 



HjCO-^jHCH;,- 



2 2 1 



H 



H 



H 



.CF 3 



,CF 3 



WO 00/69432 



PCT/JP00/03203 



1 5 5 



Table 1.133 



Compd. R V (CH v_ 
No. Fr 2) 



k m n chirality R 3 



'(CH 2 )p?-(CH 2 )5-G-R 6 



1453 ".wh^o-^-ch,- 2 2 1 



1454 . H)CCH 2 o-Q>-cH r 2 2 1 



1455 



1456 



H 3 co 

hoh O~ cH2_ 2 2 1 



CH 2 - 



2 2 1 



1457 (CH 3 ) 2 fvh^^-CH 2 - 2 2 1 



H3CO 

1458 hohQ-ch 2 - 2 .2 1 



1459 (H 3 c) 2 hh-^>-CH 2 - 2 2 1 



H3CO 

1460 HO^>CHr 2 2 1 
H3C0 

1461 U ^>=V___ 2 2 1 



H 3 CO 



1463 Ch\ >-CH 2 - 2 1 1 



H 



H 



H 



- cH *-it CH D 



-CH, 



-CH 2 -^C- 



.- C H 2 -N-C-^ 
H 2 N 




_ C H 2 -^c-0 
H 2 N 



CI 



CI 



-CH.-N-C-H0 
H 2 N . 



Br 



-CH 2 -N-C^0 
H 2 N 



.Br 



-CHr-Kt-c 



CHr V_/~ OH 
o , 8 ' 



-CH 2 -M-C 
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Table 1.134 



k m n chirality R 3 



"(CH 2 )pi-(CH 2 )^G-R6 



1464 Ch\ )-cn r 2 1 1 



H 



-CH 2 -N-C< 



9 



1 465 c: 



CH 2 - 2 1 1 



1466 a-£y~ 



CH 2 - 2 1 1 



1467 Ch-Q-CH 2 - 2 1 1 



H 



H 



F 3 C 



-CH 2 -N-L^ 



1468 ci-< >-CHr. 2 1 1 



-CH 2 -N-C-^} 



1469 O-Q-ch*- 2 1 1 



-ch 2 -n-c-h( 




.CF, 



1470 ^-CH,- 2 1 1 



H 



9 P 
-ch^c-hQ-ci 



PH 3 



ITVch 2 - 1 2 0 R 



1471 a-C)-CHr 2 1 1 



1472 



1473 



1474 



CH 2 - 12 0 R 



ch 2 - 1 2 0 R 



H 



H 



H 



H 



9 /=* 

-CH 2 -N-C- 




sk5 

-CH 2 -N-C-^J^ 



CH 3 



9 

-CH 2 -W-C- 
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Table 1.135 



R 4 

m n chirality R 3 -(CH 2 k-j-(CH 2 )q-G-R 6 



1475 V 



1476 



1480 



1482 



1483 



1484 




I >-CH r 



Bi 



1477 




I >-CH 2 - 



1478 Br-CX,Q 

CH 3 

1 479 H 3 C-^V-CH 2 - 

CH 3 



CH 3 

HjC-hQk-CHj- 



,CH 3 

1481 H iC-\ J~CH r 
H 3 C 




CH 2 - 



1485 H 3 C-i >-CHj- 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



H 



H 



H 



H 



H 



H 



H 



H 



£F, 



- cH ^r c -w 



-CHj-N-C-nf } 



.CF 3 
H W/ 

, CP 3 



-CH 2 -N-C- w 



- ch *-jt c -0 



-CH 2 -N-C- 



CF, 



PF 3 



_ CH2 -m-c-^) 
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Table 1.136 



m n chirality R 3 



1486 h 3 c-\ >-ch 2 - 1 2 0 R 



1487 H 3 c-\J-CH r 12 0 R 



1488 H 3 c-\ h-CHr 12 0 R 



H 



H 



H 



-(chAch^g-r 5 

R 5 



-CH 2 -N-C-^ 
H,N 



9 P° H3 



CI 



-CH 2 -M-C-H0 



H 2 N CI 
-CH 2 -N-C-<] 



1489 H 3 c-\ >-CH 2 - 1 2 0 R 



H 



-CH 2 -N-C-<> 



1490 HaC-^ >-CH 2 - 12.0 R 



H 



-CH 2 -N-C-^J> 



1491 H 3 c-£ >-ch 2 - 12 0 R 



-CH 2 -N-C- 
H 



NH 2 



) c=c 

:-<l 



1492 h 3 c-\ >-ch 2 - 12 0 R 



1493 



1494 



1495 



1496 



PH 3 

CH 3 
PH 3 

CH 3 
CH 3 

CH 3 
CH 3 

-CH 2 - 
CH 3 




12 0 R 



1 2 0 R 



12 0 R 



1 2 0 R 



? 

-CH 2 -fshO-w 



H 3 C 



-CHr-jjc-^P 

H 3 C 



WO 00/69432 
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Table 1.137 



C °N m o Pd ' R> (CH2) r • k m n chirality R> -(C^fcf- 



1498 h^ CH r 12 0 R H 

CH 3 



1499 




1503 h^~ CH 2- 12 0 R h 

CH 



(CH 2 )p+-(CH 2 )5-G-R 6 



1497 S*~ CH2 ~ 12 0 R H -CH 2 -N-0 



H H 3 C^r-'CH 3 



CH 3 CH; 

CH 3 



-CHg-N-C-^ 
H 

^- CH ^- 1 2 0 R H -ch 2 -nJJJ 



CH 3 
CH 3 

1500 ^"CH 2 - 1 2 0 R H. -CH^W"' 

CH 3 H 
CH 3 

1501 rt^CH a - 1 2 0 . R H 

CH 3 
CH 3 



-CH 2 -N-C-<> 



PF 3 



1502 g^-Ob- 12 0 R H -cH 2 -hj-c-0-F 

F 

0 OCHF 2 



CH 3 > 
H 3 



-CHj— N- 



1504 H l(f -Q*-ov 12 0 R H -CH-N-C- 



3 



-CH 2 -N-C- 

0~ CH A n CF 

1 505 _ 0-ch 2 - 1 2 0 R H - C H 2 -JUi 

1506 C^~^ch 2 - 2 1 1 h " CH 2"j| c "^ 

H 2 N 

1507 chhQkch 2 - 2 1 1 h -° H 2-§c~^ 

H 2 N 
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Table 1.138 



c 7o pd ' £>< CH *- 



k m n chirality R 3 



"(CH 2 )pf-(CH 2 )q-G-R 6 



1508 O-t >-CHf 2 1 1 



1509 a-^~^-CH r 2 1 1 



-CH 2 -N-C-^-F 
H 2 N 



1510 a-i }-ch 2 - 2 1 1 



-CH 2 -N-C-^_J> 
H 2 N 



1511 CH4 >-CH 2 - 2 1 1 



-CH^C-ny 



1512 CK >-CH 2 - 2 1 1 



1513 . Ch\ }-ch 2 - 2 1 1 



1514 ^ccH^iN-^^-cH^ 2 2 1 



1515 



HQ 



H 3 C< 



0~Q>-CH 2 - 



2 2 1 



H 



H 



-CH 2 -N-0 



CJ 



o 
II 



H 2 N 



H 2 N 



CI 



-CH 2 - 



1516 (H 3 CCH 2)2 NK^-CH 2 - 2 2 1 




1517 H 3 CoO-CH 2 - 2 2 1 



1518 



HQ 



CHo- 



2 2 1 



H 



Br 



-CH 2 -N-?-0 
H 2 N 



?H Br 

-CH 2 -hfC-^J 



-CHj-N- 



_/° H 



WO 00/69432 PCT/JPOO/03203 
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Table 1.13 9 



°° N T H>-<ch*- k 



m n chirality R 3 



-(CH 2 )p-f-(CH 2 )5-G-R 6 
R 5 



1519 H 3 CC^>CH r 2 2 1 



H 



.OH . 



1528 



1520 Br- 4 ^-CH 2 - 



1521 H 3 CO-Q>-CH 2 



1522 £~y/~ CH *~ 
h 3 co 

1523 H3COhQ^CH 2 - 



H3CO 

1524 "K>CH 2 - 



1525 Br-i >-CH 2 - 



1526 H 3 CO-i>-CH2 



1527 p"\ /" CH 2~ 



H 3 CO 
H 3 CO-^}- 



CH 2 - 



H 3 CO 

1529 HC-{>CH 2 - 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



H 



H 



H 



H 



H 



H 



H 



-CH 2 -N-C-^J> 



Br 



-CH 2 -N-C 



9 A 



Br 



Br 



Br 



9 

-CH 2 -N-D 



PC F a 



-CH 2 -M-C 



9 



-CH 2 -N-C-^ 



-CH 2 -N-C- 



-CH 2 -^C^(J 



PCF 3 
OCF3 



PC F a 
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Table 1.140 



C To*' R2^" (CH2) r k m n chirality ' R 3 _ (CH2) _|_ (CH2) _ G _ R 6 



1532 



1533 h 3 cohQ-ch 2 - 1 2 0 R 



1534 



1537 



H 3 cq 



F 

.CF 3 



1530- 8r-<Q-CH 2 - 1 2 0 R H _ C H 2 -N-?-0 

f 

1531 h 3 cohQkch 2 - 1 2 0 R h - C h 2 -^h0 ' 

F 

£^> CH - 12 0 R H -ch 2 -m-?-0 CF3 



F 

H 3 CQ' o CF 3 



9 y- 




HO-^^-CH 2 - 12 0 R . H ^CH^-jsj-o 

1535 b,-Q^ch 2 - .12 0 R H _ CH2 _^_^. F ; 

1536 h 3 co-<>ch 2 - 1 2 0 R H _ CH2 _^_^I; 



P-Cy^- 1 2 0 R H ?/=C 



H3CO Qp 

1538 m^o-TV^ 1 2 0 R H 9 



H 3 CO<>CH 2 - 1 2 0 R H -CH 2 -J^=j-, 



F 



-CH 2 -N-C-^J-F 



1539 H^^_ CHr . 1 2 0 R H _....?/= 

1540 Br— T°Vch 2 - 12 0 R 



CH 2 -N-C -\_>- F 
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Table 1.141 



Compd. R V(CH 2 ) r 
No. FT 1 



k m n chirality r 3 



1541 h 3 co-^ >-ch 2 - 12 0 R 



1542 



1543 



CH- 



H 3 CO 
H 3 CO-Q-C- 



2 1 2 0 R 



1 2 0 R 



H 



iCH 2 )i(CH ? ) ? G-Re 
R s 



-CH 2 -J^C-^>-F 
F 



-CH 2 ~M-G 




-CH 2 -N-C- 



9 y- 




,CF 3 
F 
F 

.CF 3 
F 



H 3 C 




1544- HOH QH CHr .1 2 0 ■ R 



1545 



CH 2 - 12 0 R 



H 



H 



-CH 2 -N-C-^-F 
F 

^ CF3 
-CH 2 -N-C-f > 



1546 H 3 CC>^^-CH r 12 0 R 

F F 

1547 h 3 co-^7V ch 2"' 12 0 R 



Br 



1 548 H 3 C-^^CH 2 - 



1 2 0 R 



1549 H 3 c-{ >-CH 2 - 12 0 R 



H 



H 



H 



H 



-CH 2 -NFC-/~i 



P F 3 



H \=/ 



h \=/ 



9 9^ 

£ CH=C(CH 3 ) 2 

-ch 2 -^c-<L 
H r-c 



H 3 C 



•CH 3 



1550 H 3 c~< >CH r ' 1 2 0 R 



CI 

- ch 2 - n- c—^y H 3 CO 



OCH a 



1551 H 3 C-^^- 



CH 2 - 12 0 R 



H 



N(CHz CH 2 OH) 2 
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Table 1.142 



C °N m o Pd R> (CH ^r k 



m n chirality R 3 -(CH 2 )s^-{CH 2 ^G-R 6 



1552 h 3 c-4 j-CHr 12 0 R 



H 



-CH 2 -N-C-<Q> 



1553 h,c-( x >-CH 2 - 12 0 R 



H 



1554 h 3 c-h(>-ch 2 - 12 0 R 



1555 . h 3 c-\ >-CH 2 - 12 0 R 



H 



H 



? 

H ^ 

H 3 C 



1556 H 3 C-\ >-CH 2 - 12 0 R 



1557 H3C-4 >-CH 2 - 12 0 R 



1558 H 3 C-\ >-CH 2 - 12 0 R 



1559 H 3 c-\ >-CH 2 - 12 0 R 



1560 H 3 c-\ >-CH 2 - 12 0 R 



H 



H 



H 



H 



H 



H 3 C 

- CH ^Et c "Vi 

H 3 C 



" CH2_ H C -^ N S 
H 3 C NT" 



CH 3 



9 ^ C(CH3)3 

-CH 2 -NhC-Hf T 

h jvr N 

H 3 C 

rsr° 



1561 h 3 C-\>-ch 2 - 12 0 R 



1562 H 3 c-£}-CH r 12 0 R 



H 



H 



9 jr 

-cH 2 -^c-<r 

H l" 

C 

9 >- 



H 3 
CH 3 
CH 3 
CH 3 



0 2 N OCH 3 
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Table 1.143 



C °NT d ' R^" (CH2 >r k m n chiralit y r 3 



"(CH^CCH^G-R 6 
R 



1563 h 3 c-hQ>-ch 2 - 12 0 R 



1565 



1566 



1567 



1568 



1569 



1564 H 3 C-< >-CH 2 - 12 0 R 



CH 3 

CH 3 
CH 3 

CH 3 
CH 3 

CH 3 

PH 3 
^H 2 - 

CH 3 

PH 3 
^CH 2 - 

CH 3 



1 570 H 3 CS-Q>-CH 2 - 



12 0 R 



12 0 R 



12 0 R 



1 2 0 R 



12 0 R 



2 2 1 



1571 h 3 CShQh-ch 2 - 2 2 1 



1572 Q+LQ-cht- 2 2 1 



H 



H 



-CH,-N-C-£) 

or 



9 /=v 



-CH 



-CH 2 -N-C- 



H 3 CO 

9 



0 2 N OCH3 



-cH I - {r < i-p 

c» ■ 

HN 

0' 



C? 3 

a 



-CH 2 -{shC-0 
H 9 N 



CI 



~ CH 2-^ C 



, CF 3 



H W 



1573 ^H>!fK>^ 2 2 1 



H 



-CH 2 -hK>-/"~i 



JCF, 



H v=/ 
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Table 1.144 



CO N m o Pd ' p> (CH2) r * 



m n chirality R 3 



R 5 



1574 H>c-Otr^>cH I - 2 2 1 



H 



-CH 



1575 "-Q-ffS-O-ov 2 2 1 



P w CF3 



1576 cQn-c-^-cHj- 2 2 1 



9 



-CH 2 -N~C 



1577 H0(CH^ r N-G-^^--CH 2 - 2 2 1 



1578 "^-jftO-^ 2 2 1 



H 



1579 



CH 3 



^c,- 2 2 1 



-CHj-N-C- 



P F 3 



1580 O^-CW 2 2 1 



»-Q-CH 2 - 2 2 



1581 Ci 



1582 CK >-CH 2 - 2 2 1 



1583 CK\ J-CHf 12 0 R 



1584 Ci-4 >-CHj- 12 0 R 



H 



-Cr^-N-C- 



Br 



o o 

o o^ CH > 
o o 



.CF, 



-CHa-N-C-/^ 



H )==/ 
H 2 N 



_ CHr J?_0 
H 2 N 



OCF, 
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Table 1.145 



^No pd R2^" (CHa)r k m n chirali, y 



-(CH 2 )p?- 



-(CH 2 )p-f-(CH 2 )5-G-R 6 
R 5 



1585 Cr-Q>-CH 2 - 

1586 ci-(~)-ch 2 - 



1594 



1595 



1587 C)-XJ-ch 2 - 



1588 o-<(~^-CH 2 - 



1589 H 3 C-<\ /)-CHf- 



1 590 H 3 CH^-CH 2 - 



1591 H 3 C-^ ^-CH 2 - 



1592 H 3 C-<\ ,)-CH 2 - 



1593 H 3 C-^}~ CH 2- 



CH 3 
/r-CH 2 
CH 3 
CH 3 



^-CH 2 - 
CH 3 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



H 



H 



H 



H 



H 



H 



H 



H 



H N-N 
-CHj-^C-fJ 



-CH 2 -N-C-{3 
-CH 2 -M-C-^ 



.CH 3 



.CF 3 



-CH 2 -N-C-f > 



,OCF 3 



h y==f 

H 2 N 



Br 



-CH 2 -N-C- 

H ^=n 



-CH 2 -N-C-^ 



-CH 2 -N-C-0 
H 2 N 



.CF, 



-CH 2 -N-C-Hf > 



PCF 3 



H )=/ 
H 2 N 
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Table 1.146 



C °No Pd ' pi > ~ (CH2) r >< ™ n chirality ' R* -(CHs^CH^G-R 6 



1596 



1597 



1598 



1599 



PH 3 



CH 3 
CH 3 



CH 3 
CH 3 



CH 3 
CH, 



1 600 ct— ^y~cH r 



1605 c >~{~}~ 



1 2 0 R 



ch 2 - 12 0 R 



12 0 R 



CH 2 - 12 0 R 



2.2 1 



1601 0-^~)-ch 2 - 2 2 1 



1602 CH-t >-CH 2 - 2 2 1 



1603 a-^^-CH 2 - 2 2 1 



1604 Ci-i />-CH 2 - 2 2 1 



CH 2 - 2 2 1 



H 



H 



H 



H 



CI 



9 ^/°~0 



_ C H 2 -n-c-^ 



-CH 2 - 



-CH 2 -jsj-C-^ ^ 




H 2 N 



H 2 N 



Br 



-CH 2 - 



- cH '-x°-d> 



_ CH2 -N-c-(3 



1606 C ^L>~ C ^ 1 2 0 R H -ch^hK 



,SCF, 
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Table 1.14 7 



Compd. R S_(CH 2 ) r k m n chirality ' R 3 -(CH a te?-i 
No. R " 5 



;-D6 



(CH 2 )p-h-(CH 2 ^G-R 
R 



1607 H 3 C-^~)-CH 2 - 12 0 R 



1608 



1610 



CH 3 
>-CH 2 - 
CH 3 



12 0 R 



1609 Ch-\>-CHr 2 2 1 



^ 2 2 1 



1611 c^J-d-^-cH 2 - 2 2 .1 



1612 HjCOICHdr-H-C-^-CM,- 2 2 1 



1613 H^c^ff^O 



1614 F 3 CS-( Vch 2 - 12 0 R 



1615 F3CS-HI >-ch 2 - 2 2 1 



1616 F 3 CS-hQ-ch 2 - 2 2 1 



1617 >-CHr 2 2 1 



H 



H 



H 



H 



H 



H 



9 



-CH 2 -N-C 



-CH 2 -N-C-^ 
? 

-CH 2 -hhC- 



,SCF 3 



P F 3 



-CH 



-CH 2 -N-C-h^ 



P F 3 



-ch 2 -n-c- 

H W 



-CH 2 -N-C-<_} 



"CH 2 -N-D 

H 2 N 



-CH 2 -M-?H0 
H 2 N 



Br 
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Table 1.148 



C °No Pd ' R2^ (CHa) " k m n chira,it y > ~(CH 2 )pf-(CH 2 b-G-R6 
. R 5 



1618 



1619 



1621 



HQ 



H3CO^-CH 2 - 1 2 0 R H - CH2 -J^ 8r 



HQ 



h 3 co-<>ch 2 - 12 0 R H -CHf»ftc5 

1620 HaCC ^_ CH2 _ 12 0 R .„ -CH^J-H 



HQ 



HQ 



F 

PF 3 



H 3 CO^>CH 2 - 1 2 0 R H ^CH 2 -Jc-{^yl 



1622 HaC(> ^ CH2 . 1 2 0 . R H -CH^K^F 



1623 HO-{VcH r 1 2 0 R H 

CH2" K 



F 
Br 



PCF 3 



1624 hoh(=>ch 2 - 1 2 .0 R H -CH.-N-i^ 

1625 HO-TVcHr 1 2 0 R h • -cm.-Jt.-J~ 




-CH 2 -M-C- w 



1626 hcmTVch,- 1 2 0 R h ff /CF3 



-CH 2 -N-C-^-F 



1627 HO-Q^-ch,- 1 2 0 R H -ch 2 -n-c-h0k-f 

F 

1628 h^&hQ-ch,- 1 2 0 R h _ CH2 _N.?_0 3 

F 
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Table 1.149 



Compd. R V (CH )- 
No. R ' 



k m n chirality R 3 



1629 h 3 CS-^~^-ch 2 - 12 0 R 



H,a TV< 



1630 tl >-ch 2 - 



12 0 R 



1631 H2NCH2-4/-CH2- 12 0 R 



H 



H 



iCH 2 )i(CH 2 )^G-R 6 
R 



-CH 2 -N-C-^J 



1632 



1633 



1637 



1638 



1639 



H 3 C 
NO 



CF3-^>-CH 2 - 
N 

: ~VJ >-CH 2" 



12 0 R 



12 0 R. 



1634 (H^hCH-O-CHr- 1 2 0 R 



1635 H 3 C-< >-CH 2 - 12 0 R 



1636 . HaC-4 }-CH r 12 0 R 



PH 3 

CH 3 
pH 3 
^-CH 2 - 

CH 3 
CH 3 

CH 3 



12 0 R 



12 0 R 



12 0 R 



H 



H 



H 



H 



-CH; 



-CH 2 -N-C- w 



9 



, CF 3 



CF 3 



-CH 2 -^C-{3 

-CH 2 -N-C-^_/-C(CH 3 ) 3 
H 3 G.CH 3 



H -CH 2 -N-C-^^— <CH 2 ) 4 CH 3 



-CH 2 -N-C-^HO(CH 2 )3CH3 



-CH 2 - ^ £j~ O OCH 2 CH 3 



H 2 N 



WO 00/69432 



PCT/JPOO/03203 



1 7 2 



Table 1.150 



c °N m 0 pd ' R> (CH2) r k m n chira,i< y 



R 3 



~(CH 2 )pf-(CH 2 ^G-R 6 
R 5 



1640 



1641 



1642 



1643 



1644 



1645 



1646 



CH 3 

CH 3 
CH 3 



CH; 

CH- 



12 0 R 



12 0 R 



CH 2 - 12 0 R 



CH 3 
GH 3 




CH r 12 0 R 



CH 3 
CH 3 



ch 2 - 1 2 0. R 



CH 3 

p-^Q^CH 2 - 1 2 0 



3 "\5^CH 2 - 1 2 0 



1647 h 3 c(ch 2 ) 3 -{}-ch 2 " 2 2 1 



1648 Hi^cHjji-^-cHj- 12 0 R 



1649 H3C(ch 2 ) 2 -(^)-ch 2 - 2 2 1 



1650 H,c<CH,j a -4 "/-av 12 0 R 



H 



H 



H 



H 



~CH2-^C-^^N-(CH 2 ) 3 CH 3 



i? 



-CH 2 -N-C- 



OCF 2 CHCIF 



f 



-CH 2 -fNhC— K N 
H V=^ 

Q,r 



-CH 2 -N-L(^ 



9 

-CH 2 -N-C- 



.CF 3 



PP 3 



-CMrjjo-Q 
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Table 1.151 



Compd. R V(CH 2 ) r 
No. Pr 2 1 



k m n chirality R 3 



-(CH 2 te|r. 



R 5 



1651 H 3 c(CH 2 ) 3 HQ-cH r 2 2 1 



1652 H 3 c(CH 2 )3~^"CH r 2 2 1 



1653 HjCtcH^-^ >-ch 2 - 2 2 1 



1654 H 3 c(CH 2 ) sr Q)-cH 2 - 2 2 1 



1655 . HjC^a-Q-c^- 2 2 1 



1656 h 3 c(ch 2 ) 3 -{^}-ch 2 -- 2 2 1 



1657 H 3 C(CH 2 ) 2 -HQh-CH 2 - 2 2 1 



1658 H3C(ch 2 ) 2 -h( )-ch 2 - 2 2 1 



1659 Ci-Q-CH^ 2 2 1 

1660 Br-H^^CH 2 - 1 2 0 R 



1661 Bt — C >-ch 2 - 1.20 R 



H 



H 



H 



H 



H 



H 



H 



H 



H 



^CHj-Q-tCHjhCK, 



H 7 N 



O Z 8 ' 

{TP 



.Br 



-CH 2 -J>^0 
H 2 N 
o P 

-CH 2 -N-C-^J 
H 2 N 

-CH 2 -N-C-^ 
H 2 N 

-CH 2 -[^C- 

H 2 N CI 

-CH 2 -N-C^J 
H 2 N 

-CH 2 -N-C^p> 
H,N 



sK3 



• 
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Table 1.152 



Co N T- £>< 0H *)r 



k m n chirality r j 



1662 Bi--Qhch 2 - 12 0 R 

1663 Bp-^~^ch 2 - 12 0 R 



1664 h 3 cshQhch 2 - 2 2 1 



1665 H 3 cs-<v. /KCH 2 - 2 2 1 



1666 HaCS-^^ov- 2 2 1 



1667 HjCch 2 -\ >-ch 2 - 2 2 1 



1668 k,cch 2 --^^ch 2 -- 2 2 1 



1669 H3CCH 2 -{ >-ch 2 - 2 2 1 



H 



H 



H 



H 



iCH 2 )p|-(CH 2 )^G-R e 
Fr 



? 




H 2 N 



CI 



-CH 



■ H 2 N 
H 2 N 



9 




-CH 2 -N-C-f K 
H,N 



-CHj-M-C-f ¥ 

H cr^ B[ 

-CH 2 -N-C-^^F 
H 2 N 



1670 ^cch^ }-ch 2 - 2 2 1 



1671 k,cch 2 -h( )-ch 2 - 2 2 1 



1672 h,cch 2 -4 >-ch 2 - 2 2 1 



-CH 



H 2 N 



H 2 N 



-CH 2 -N-C 



H 2 N 
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Table 1.153 



Co N ^P d - pa>(CH 2 )p k m n chirality R 3 



-(CH 2 

R 5 



(CH 2 )rf-(CH 2 )r-G-R 6 



1673 h,cchj-( }-ch 2 - 2 2 1 



H 



-CH 2 -rvhc-/ Vci 



1674 F-^}-CH 2 - 2 2 1 

1675 ^0- CH 2' 2 2 1 



1676 



ch 2 - 2 2 1 



1677 F-Q-CH r 2 2 1 

1678 ^-O^ 0 ^" 2 2 1 



1679 



CH 2 - 2 2 1 



1680 phQ-CH 2 - 2 2 1 

1681 F-^0>~ CH 2- 2 2 1 



H 



H 



H 



H 



H 



H 



H 



H 



-CH 2 -j^C-<I 



Br 



-CH 2 -^C-^^-F 
H 2 N 

9 



-CH 2 -N-C- 
H 




H 2 N 



Br 



-CH 2 -NhC^0 
H 2 N 



9 

-c- 

H 2 N 



-CH 2 — fshO _ 




-CH 



-CH- 



H 2 N . 

■---0 

H 2 N 



1682 F-^}-CH 2 - 2 2 1 



-CHf 



,-M-C-f VCI 



H \=/ 



1683 0"^^0^ CH2 " 2 2 1 



h cr^ 



Br 
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Table 1.154 



C °NT d ' R»>" (CH2) r k m n chiralit v ' R 3 



-(CH 2 Jf-( 



-(CH 2 )p-RCH 2 )q-G-R 6 
R 5 



1684 O^^O -0 *" 2 2 1 



id* 



-CH 2 -»C- ^ 
H,N 



1685 Q-JUQ-ov- 2 2 1 



1686 0~K"^0~ CHj " 2 2 1 



1687 Q^I-O-cH,- 2 2 1 



1688 O-JLQ-av 2 2 1 



1689 



08*0°*- 2 2 1 



1690 O-K-^O" 0 ^" 2 2 1 



H 



9 



-CH 2 -N-D 




H 2 N 



• .Br 



-CH 2 -N-C-/~^ 



H )=/ 



_ CH2 -m-?-0 
H 2 N 

-CHrjfO-^> 
H 2 N 



PCF 3 



H )==/ 
H 2 N 



PP3 



1691 Q-^K^ch 2 - 2 2 1 



Br 



-CH 2 -N-C-^_JH-CI 



CH 3 

1692 H 3 c-ri-cH 2 - 1 2 o r 



-CH 2 -N-C-^X 



Br 



,CH 3 

1693 H 3 C-0-CH 2 - 1 2 0 R 



,CH 3 

1694 h 3 c-<>ch 2 - 1 2 0 R 



H 



-CH 2 -N-C-fJ-F 
H 2 N 

H 2 N 
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Table 1.155 



Compd. R _V(CH,V- k m n cnirainy 
No. R dS 



-□6 



P i (CH 2 )qfG~R 
R 5 



1695 



>CH 3 

H 3 C-^-CH 2 - 



12 0 R 



-CH,-N-C-f > 



H )==' 



,CH 3 

1696 h 3 Ch(>CH 2 - 1 



1697 



,CH 3 



2 0 R 



12 0 R 



.ch 3 

1698 H3 C-^CH 2 - 1 2 0 R 



,CH 3 

^ H 3 C-C>CH 2 - 120 R 



H 



-ch 2 -Jh0 

H 2 N 

-CH^N-C-^J 
H,N 



9 



_ CH2 _^C_ ^ 
H 2 N 




-CH 2 -N-C-0> 
H 2 N 



.QCF, 



P F 3 



CH 3 

1700 H 3 C-Q-CH 2 - 1 



1703 



1705 



2 0 R 



1701 ^CH-Cy-CHi- 12 0 R 



1702 H 3 CO-(>-CH 2 - 12 0 R 




1>-CH 2 - 12 0 R 



1704 HO-(]}-CH 2 - 1 2 0 



.Cl 

cK /^ch 2 - 



12 0 R 



H 



H 



-CH. 2 -NhC-C5-CI 



-CH 2 -N-C-^ 
H 2 N • 



P F 3 



-CH 2 -I^C-f > 



•PF 3 



H )=/ 
H 2 N 



-CH 2 -N"C- 




H,N 



-CH 2 -N*C- 



H 2 N 



P^3 



CF 3 



_CH 2 -^L0 
H 2 N 



.CF 3 
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Table 1.15 6 



Compd. R ">-(CH 2 ) r 
No. R 1 



k m n chirality ' R 3 



1706 



ch 2 - 120 R 



1707 h 3 c&hT>-ch 2 - 12 0 R 



1708 k,cch 2 -^}-ch 2 - 12 0 R 



1709 (H,c) 2 cn-{^)-cHr 12 0 R 

1710 b^)-ch 2 - 1 2 0 R 



H 3 C 



1711 



CH 3 



12 0 R 



h 3 cch 2 o 

1712 .^TVcHr 1 2 0 R 



1713 



H 3 C^ 
HO-Qh-CH 2 - 



12 0 R 



1714 H 3 C0-O-CH 2 - 12 0 R 



HO 



1715 




12 0 R 



CH 2 - 



1716 (^}~ CH:r 1 2 0 R 



H 



-(CH 2 J-( 



"(CH 2 ) r f-(CH 2 ^G-R 6 
R 5 



-CH 2 -N-?-0 
H,N 



.CF 3 



9 



-CH 2 -N"C 




PF 3 



-CH 2 -hf-C-0 
H 2 N 



P^3 



-CH 2 -N- 



9 

-CH 2 -W-C- 



H 9 N 



9 

-CH 2 -N-D 



P F 3 



CF, 



-CH 2 - 



-CH 2 -N-C-^J 



9 



CF 3 



-CH^N-C-^J) 
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Table 1.15 7 
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1 8 0 

Table 1.158 
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1 8 1 



Table 1.159 



Compd. R ^>-i 



No. R 



(CH 2 )- k m n chirality R 3 



-(CH 2 fe|-( 



"(CH 2 )pf-(CH 2 )q-G-R 6 
R s 



1739 (H)C) 2 CH-{^-CHr 12 0 R 



1740 



1744 



1745 



1747 



1749 



£-^~)"~ CH 2~ 



1741 HjCS-\>-CH 



1 742 H3CCh 2 -hQ>-ch 2 - 



1 743 j^D^" CH2 " 



/ CH 3 

h 3 c-hT~Vch 2 - 



H 3 C 



,CH 3 
CH 2 - 



1746 (HjC) 2 ch-\ i>-cnr 



1748 HjCCHj-^^-CHj- 



.CH 3 



H 3 C "\ />" CH 2- 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



H 



H 



H 



H 



H 



H 



H 



H 



H 



-CH 2 -N-C-f VF 




-CH 2 ~M-C- 



.Br 



-CH 2 



-CH 



-CH 2 - 



H 2 N 

-CH 2 -N-C-^J 
H 2 N 

-CH 2 -N-CH0 
H 2 N 
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Table 1.160 



'j k m n chirality r' -(CH 2 fe-y- 



1750 



CH 2 - 



12 0 R 



1751 HfiS-^y~CHr 1 2 0 



1752 HjCCHj-^V-cHj- 120 R 



1753 



1754 



<tji~}- CH >- 12 0 R 



.CH, 



12 0 R 



.CH, 



1755 h 3 c-^-ch 2 - 12 0 R 
H 3 C 



1756 (WbCH-^-cHr 1 2 0 



Br Br 

1757 Br-f^-CH 2 - 

Br Br 

B, w Br 

1758 H3C<>-(_Vch 2 - 

Br^Br 



12 0 R 



12 0 R 



1759 » 3 C-\\-ch 2 - 12 0 R 



1760 H 3 c-\ V-CH 2 - 12 0 R 



(CH 2 )pi-(CH 2 )5-G-R6 
R 



^ 0CF3 

-CH 2 -^C-^Q 



5? 



OC F3 



V r-i 



OCF 3 



- CH2 -h" C - w 



,0CF 3 



y P CF 3 



-CH 2 -N-C-f ) 



H W/ 



-CH 2 -N-C-f ^ 



, CF 3 



o 



CF,CHCIF 
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Table 1.161 



R 1 9 4 
C N m o Pd ' R 2^ (CH2) *~ k m n Chifality R3 -(CH 2 ^(CH 2 )5-G-R 6 



1761 h 5 c-(>Ch 2 - 1 2 0 R H - CHr -N-?-^ 



1762 



1 



1769 



1770 



CH 
CH 



CH 3 
CH 3 

1771 A/)"C H 2- 12 0 R H 



n-c-n-O-ci 



CI 

n-cH 2 - 1 2 o r h "^"vl 

ch 3 o :& K"0 



OCH 2 CH 3 



1763 (>ch 2 - 2 2 0 H _ CHj _^_^ 

C, 0 OCH2CH3 

}~ C ">- 2 2 0 - H _ CH ,CH^£-M 



-CH2CH2-N-C w/ 



1765 Qkch 2 - 2 2 0 " H ~f^fT°"C5 

CH 2 CH(CH3) 2 



OCH 2 CH 3 



/=\ (f?) & W 

766 \J^ CH 2" 2 2 0 - H ~?^h 0 X^/ 



OCH 2 CH 3 

! 

CH 2 CH{CH3) 2 



/==v q PCH 2 CH 3 

1767 CH^_)-CH 2 - 13 1 H .CH^^Q 



y pCH 2 CH 3 



1768 CHny^cH 2 - 1 3 1 - H -ch^^-O 

ch 3 9 

1 2 0 R H - c *Hf<i> 

^\ Q-CHCF20 



rf^CH 2 - 1 2 0 R H 9 /Xo""^" 01 

°-f -CHj-N-C^J CI 



-CH 



(H 3 C) 3 C-CH-N-C; 

CH 3 H 3 C H 0 
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Table 1.162 



1772 



1773 



1774 



CH, 



CH, 



CH 3 
CH 3 



CH 3 
CH 3 



1 8 4 



Co N 7 d *^ c "Jr k 



fn n chirality R 3 



12 0 R • 



CHr 1 2 0 R 



1 2 0 R 



H 



H 



-(CH 2 )p|-(CH 2 )^G-R 6 
R 5 



9 

HjC 



CH, 



OCHj 



1775 



1779 



H 3 co 



1776 " 3 



CH 2 - 



CH 2 - 



12 0 R 



12 0 R 



HO' 



1777 C1 -\^" CH ^ 2 2 1 
ci 



1778 h 3 c-(^-ch 2 - 2 2 1 



O^D-CH^ 



2 2 1 



1780 81 



CH 2 - 2 2 1 



1781 ho-Qkch2- 2 2 1 



1 782 . h 2 och-(~)-chj- 2 2 1 



H 



OF, 



-ch 2 -m-ch0 

H 2 N 



JCF, 



H 2 N 



-CH 2 -W-C- 



9 
o 

H 2 N 




.CP, 



-CH 2 ^CH0 
H 2 N 



CF 3 



H )=/ 



H-,N 



H 2 N 



H 2 N 



.CF 3 



-CH 2 -N-C- 



9 

H 2 N 
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185 



Table 1.16 3 



Co N m o pd ' p 2 >(CH 2 ) r k m n chirality 



1783 nchQhch 2 - 2 2 



1784 



ch 2 - 2 2 1 



1785 ^(0^)2-^-0*2- 2 2 1 



1786 



CH 2 - 2 2 1 



1 787 ch 3 (ch 2 ) 2 -(]}-ch 2 - 12 0 R 



PH 3 

1788 h 3 C^ch^ 2 2 1 

1789 HaCO-^^HCH^ 2 2 1 



1790 



CH 2 - 1 2 0 S 



1791 a-^-CHr- 1 2 0 S 



•R 3 



H 



H 



H 



H 



R 4 



-(CHg^JC^G-R 6 



.CF 3 



-CH 2 -NhC-f*i 



H )==/ 
H 2 N 



~CH 2 -N-C~/~^ 



, CF 3 



_ C H 2 -M-?-0 
H 2 N • 



.CF, 



_ C H 2 _^ C _0 
H 2 N 

H 2 N 

- cH ^f c -p 

H 2 N 
H 2 N 



-CHj-N-C-f > 



CF 3 



H )=/ 
H 2 N 



-CH 2 -N-C-f > 



OCF, 



h y=/ 

H,N 



1792 



1793 



CH 3 



CH2- 



2 2 1 



2 2 1 



H 



H 



H 2 N 



9 




H 5 N 
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Table 1.164 



1 8 6 



C °nT R2> <CH *T 



k m n chirality 'R 3 



R 



"(CH 2 ) f -f r (CH 2 )^G-R 6 
R 5 



1794 h 3 c-h( /-ch 2 - 2 2 1 



1795 



2 2 1 



1796 B^-(\ }-CH 2 -. 2 2 1 



1797 ho\ >-ch 2 - 2 2 1 



H 




H 2 N 



P 




-CH^-N-C-i: / ~F 
H 2 N 

9 

-a 

H 2 N 





H 2 N 



1798 h 3 cohQ)-ch 2 - 2 2 1 



H 2 N 




1799 h 2 c=chh( ycHr 2 2 1 



1800 nc-^~^-ch 2 - 2 2 1 



1801 



CH 2 - 2 2 1 



1802 H0 ^y c "2- 1 2 0 R 

H 3 CCH 2 Q 



1803 



HO-^~}-CH 2 - 1 
H 3 C 



2 0 R 



1804 H 3 C{CH 2 , 2 ^(^CHa- 2 2 1 



H 



H 



5? 




-CH 2 ~N-C-^J-F 
H 2 N 

9 



-CH 2 -N-C-f Vf 



H 




H 2 N 



-CH 



H 2 N 



rCHr-lfO-^) 

H 2 N 



H 2 N 



9 



-CH 2 -N-C-f Vf 



H 2 N 
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Table 1.1 65 



1 8 7 



Co N ^P d - ^( CH 2)r k m n chirality R 3 



"(CH^fCH^G-R 6 
R 5 



1807 



1808 



1810 



1815 



1805 Br\ >-CH 2 - 



1806 h 3 co-^~^-ch 2 - 



H,0 




W~ CH 2 _ 




3W\ /~ CH 2" 



1809 HO-Q>-CH 2 - 



CH,- 



1811 



1812 H 3 CS-\ >~CH 2 - 



1813 HjCCHj-^ }~CH 2 - 



1814 



H 3 CH 0 _CH2_ 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



H 



H 



H 



H 



H 



9 / SCF 3 
-CH 2 -N-C-f> 



H V=/ 



-CH 2 -N-L(3 
-CH 2 -N-C-(^5 



SCF 3 



-CH 



•MS 



-CH 2 -N-C-^ 
9 



SCF 3 



-CH 2 -N-C- 
Z H 



9 , SCF 3 
-CH 2 -N-C^Q 



,SCF 3 



-CH 2 -N-C^Q 



-CH 2 -N-C-^ 
-CH 2 -N-C-Q 
-CH.-N-C^J 
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Table 1.166 



1 8 8 



C °nT £* ch *" k 



m n chirality W ~(CH 2 );H-(CH 2 fc-G-R 6 



1823 



1824 



1816 (CH,)jCn-{).cH r 12 0 R 



1817 (CH 3 hC-4>-CH r 12 0 R 



1818 Br-<£~^-CH 2 - 



12 0 R 



1819 HsCO-^^-CH;,- 1 2 0 



H 3 CC) 

1820 H ohQ-ch 2 - 1 2 0 R 



1821 H 3 CO-^>-CH 2 - 1 2 0 R 



1 822 HOH^-cHa- 



^}"CH 2 - 



12 0 R 



12 0 R 



2 1 2 0 R 



1825 h 3 cs-Q-ch 2 - 12 0 R 



1826 HjCCHj-O-CHr 12 0 R 



H 



H 



H 



H 



9 r-f^ 3 



-CH 



9 _/ SCFa 



OCHF 2 



,OCHF 2 



OCHF 2 



_CH 2 -^ C -Q 

ff /— < OCHF2 
-CH 2 -N-C-Q> 

?w 0CHF2 

-CH^C-Q 
-CH,-^-^ 

ff W OCHF2 
-CH3-N-C--Q 

-CHrjfO-O 

9 _W° CHF2 
_ C h 2 -n-chQ 
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Table 1.16 7 



1 8 9 



C °N m o Pd ' R^~ (CH2) r k m n chirali, v R3 -(ch^i 



1827 



1828 



1829 



1834 



1837 



CH 2 - 



CH 3 

H 3 C ~C^~ CH 2" 



H 3 C 
H 3 C 



CH 3 
:H0-CH 2 - 



1 830 (ch^ch-Qhchj- 



1831 Br\ >-CH 2 - 



1 832 h 3 co-(Qkch 2 - 



h 3 co 

1833 hc> ^_ C h 2 - 



H 3 CO-^^-CH 2 



1 835 ho-^^-ch 2 - 



1836 ^ ' ? ~ CH2 



CH 2 - 



2 O R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



H 



H 



H 



H 



(CH 2 ) F K(CH 2 )q-G-R 6 
R 5 



-CH 



-CH 



r*lfS 



pCHF 2 



H \=/ 



OCHF 2 



-CH 2 -N-C-^> 



OCHF 2 



-CH 



,OCHF 2 



9 O^C(CH 3 ) 3 
-CH 2 -N-C-^J 



9 0^ C < CH 3>3 
-CH 2 -N-C-^J 



-CH 2 -N-C- 



9 o^-C(CH 3 ) 3 

? (V,C(CH 3 ) 3 
-CH 2 -N-C^J 

9 O-^ClCHj), 
-CH 2 -N-C-\J 



9 (V^(CH 3 ) 3 
-CHj-N-C-Q 



9 O^C(CH 3 ) 3 
-CH 2 -N-CHJ[ 
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Table 1.168 



1 9 0 



m n chirality r=> 



-(CH 2 )p^-(CH 2 )q-G-R 6 
R 5 



1838 H 3 cs-\ Vch,- 



1839 H)CCH 2 — { }-ch 2 - 



1840 



1841 



CH 3 
CH 2 - 

.CH, 



1842 



H 3 C-^^-CH 2 - 
H 3 C 



1843 (CHjfeC H-^^-CHjf 



1844 (CHjbC-^-C^- 



1 845 h 3 cch 2 -Qh-ch 2 - 



CH 3 

1846 H3C-h^-ch 2 - 
H 3 C- 



1847 (ch 3)3 c-Q>-ch 2 - 



1848 



H 3 CC) 

HO^-CH 2 - 



2 0 R 



2 0 R 



2 0 R 



2.0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



H 



H 



H 



H 



H 



9 CV,C(CH3) 3 
-CH 2 -N-C-^J 



9 ,a^C(CH 3 ) 3 

-CH 2 -N-C- 



? O^C(CH 3 ) 3 

-CH 2 -r^c-HQf 

9 y a^c(CH 3 ) 3 

-CH 2 -N-C^J 

ff O^C(CH 3 )3 

9 p^cicthh 



-CH, 



9 O^C(CH 3 ) 3 



if ©V 
-CH 2 -N-C-^J 



-CHy-N-C-^y 

9 W SCF3 

-ch 2 -^-c^Q 



,OCHF 2 
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Table 1.170 



1 9 2 



m n chiralily r3 



"(CH 2 ) F |-(CH 2 ^G-R 6 
R 5 



1860 



H 3 CO 



CH 2 - 



12 0 R 



1861 H 3 CC^>CH 2 - 1 2 0 R 



1862 ho-Q-ch 2 - 12 0 R 



1863 °-^D- CH 2- 



12 0 R 



1864 H3CS-4 )-CH 2 - 12 0 R 



1865 



2 1 2 0 R 



,CH 3 



1866 H 3 c-^-ch 2 - 12 0 R 

H 3 C 

1867 (CH^cH-^-CH,- 12 0 R 



1868 (ch 3)3 c-^)-ch 2 - 1 2 0 R 



12 0 R 



1869 Br-^^-CH 2 



1870 



CH 2 - 1 2 0 R 



H 



H 



H 



H 



H 



H 



H 



H 



H 2 N 



Br 



-CH 



H 9 N 



9 



Br 



-CH 2 -M-i-0 
H 2 N 



.Br 



H 2 N 



~CH 2 -N-t0 
H 2 N 



Br 



- CH2 ~£T C - w 



9 

-c- 

H 2 N 




.Br 



H 2 N 



Br 



-CH 2 -W-C 




H 2 N 
9 



,Br 



Br 



-^0-0 

H 2 N 
H 2 N 



-CH 2 -N-r> 
H 2 N 
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Table 1.171 



R 1 R 4 
No 6 ' R 2/" (CH2) r k m n chirality R 3 -(CH^CCH^G-R 6 



1871 H^- CH2 _ 1 2 0 R H -CH 2 -^-0 



HQ 



1873 HCK ^CH 2 - 12 0 R H 



1874 



1875 



1876 h 3 csHx^-ch 2 -- 12 0 R 




R* 



H 2 N 

I 



1 872 h 3 cc>^-ch 2 - .12 0 R h -°*r^Q 



H 9 N 

I 



H 2 N 

o-^^ch 2 - 12 0 R h - CH *-f^-H0 



H 2 N 

I 



^D^^f 1 2 0 R H -CH 2 -N-C-0 

H 2 N 

H -CHrj|c-/) 



H 2 N 

I 




h y=s 

H 2 N 



1877 h 3 cch 2 — (~^-ch 2 - 1 2 0 R h -ch 2 -n-o-/~^ 



1878 



1879 H 3 C-^^-CH 2 - 1 2 0 R. H -CH 2 -jvhD 



0^y^2- 12 0 R H - ch 2^£h0 

H 2 N 

CH 3 i 
H 3 C H 2 N 

1880 ^^chhQhch^ 1 2 0 R h ~ ch 2~^ c ~ m (3 

H 2 N 

1881 (Ch^c-^Vov-- 1 2 0 R H -ch 2 -n-c-/> 



H )=/ 
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Table 1.172 



C Nb Pd ' R2^" (CH2) i k m n chira '^y R 3 ~(CH 2 )J-(CH 2 ) r G-R 6 

R 5 



1888 



1882 BrHQ-CH 2 - 12 0 R h - C h 2 -^_0 



H 2 N 

1883 h 3 cohQ^ch 2 - 1 2 0 R h - CHr J^f^ 



h y=J 

H 2 N 

H 3 cq y y N0 2 



1884 H0 ^y cH2 . 1 2 0 R H -^£-0 

1885 H3COH Q^ CHj _ 1 2 0 R H _ch 2 -n-£^Q 



h y=s 

H 2 N 



1886 hoh(^ch 2 - . 1 2 0 R h -ch 2 -n-C-/^ 



NO 2 



H )=/ 
H 2 N 

9 ' N ° 2 



1887 o^>ch 2 - 12 0 R H -CHr{fi-0 



H 2 N 

NO 2 



[^}~ 0H ^ 1 2 0 R h .cH r N-t^ 



H )=/ 
H 2 N 



1889 h 3 cs-<Qhch 2 - 1 2 0 R h -CHrN-o-0 

H 2 N 



N0 2 



.1890 H3Cch 2 -^Jkch 2 - 1 2 0 R h -CHr^cnQ 

H 2 N 



1891 J^>CH 2 - 12 0 R H -cH 2 -N-t0 N ° S 

H 2 N 

CH 3 -NO, 

1892 H 3 ChC>CH 2 - 1 2 0 R H -CH.-N-5-H0 

H 2 N 



WO 00/69432 



PCT/JPOO/03203 



1 9 5 

Table 1.173 



C N m o Pd ' R 2^" (CH2) T k m n chiralit y R3 "(CHs^CH^G-R 6 

R 

___ _ ^ — — NQ 2 

1893 h 3 c-()-ch 2 - 1 2 0 R h _ch 2-n-c-0 

H 3 C H,N 



1894 (Ch,) 2 ch-/ V-chj- 1 2 0 R H 



-CH 2 -N-C-^J 

1895 (CH 3 )3C-Q)-CH r 1 2 0 R h ~ CH t~<+c-(~J 

h 2 n 

HO 0 / 0CF : 

1896 H3CC ^_ CH2 _ 1 2 0 R H "Ch^chQ 



H 7 H 

OCF 3 

1897 H 3 CS-< >-CH 2 - 1 2 0 R H ~CH 2 



1902 



H 2 N 



1898 h 3 cch 2 -~^^ch 2 - 1 2 0 R H ~ CH2 ~^ C ~C3 

H 2 N 

1899 (CH 3 ) 2 CHH^-CH2- 1 2 0 R H ~ CH 2~^ C ~^3 

H 2 N 

H3C0 9 / 0CF3 

uruKru. 1 2 0 R H -CH 2 -hhC-f > 



H )=/ 
H 2 N 



1900 HCH Q_ CH2 _. 1 

1901 h 3 c(ch 2 ) j -^-ch 2 - 1.2 0 R h -ch 2 -n-c-^J 



PCF 3 



H )=/ 
H 2 N 

y PCF a 



J^)^ CHr 1 2 0 R h " ch 2-n-C-0 

H 2 N 

1903 (CHajjCH-^-cHj- 2 2 1 H -ch 2 -^c-(3 



H )=/ 
H 2 N 
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Table 1.174 1 9 6 



C °NT d ' R 2^ (CH 2)i k m n chirality R 3 ~(CH 2 J 



1909 h 2 c=ch^(>-ch 2 ~ 12 0 R 



CH 

1913 



(CH 2 )p-j-(QH 2 W3-R6 
R 5 



1904 VP^h, 2 2 1 - H -CH 2 -Nh?-M 



OCF 3 



H )=/ 
H 2 N 



1905 „ 1 2 0 R h - 9 



9 w° cp3 



H 2 N 

1906 £-p-CH 2 - 1 2 0 R H -c^l-^f' 3 

H 2 N 

1907 ho-^>ch 2 - 1 2 0 R H -CH 2 -J-J~i 

H 2 N 

~CH 2 - 

H 2 N 

PCF 3 



H 

1908 h 3 co< == Vch 2 ~ 12 0 R H 



-CH 2 -fsh 
H 




H 2 N 

PCF 3 



1910 -B^>-CH 2 - 2 2 1^ h -CH 2 ^l-J 



H ? N 



/ Cl n P CF 3 

1911 ~ ^ CH 2 - 2 2 1 P ' 



-CH 2 -N-OH0 
H 2 N 

1912 ho^>ch 2 - 2 2 1 - h -*r*l0 



H 2 N 

PCF 3 



H 3 C^{Jkch 2 - 2 2 1. H - C H 2 "N-C^0 



H 2 N 

PCF, 



1914 2 2 1- H -CH 2 -N-t0 
' H 2 N 
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1925 f-^y-CHr- 



2 2 1 h 
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Table 1.176 



1 9 8 



m n chirality R 3 



1926 



1929 



1932 



1933 



F-{~j-CH 2 - 



2 2 1 



1927 Hcy\)-CH 2 - 2 2 1 



1928 o-W-CH 2 - 2 2 1 
o 



2 2 2 1 



1930 h 3 cs-<Q-ch 2 - 2 2 



1931 h 3 cch 2 -^~)-ch 2 - 2 2 1 



CH 3 

H 3 C-^y-CH 2 - 



2 2 1 



2 2 1 



CH-i 




1934 H 3 c-yy-CH 2 - 2 2 1 

1935 o 2 i*-^-ch 2 - 2 2 1 



1936 h 3 c-h( J-CHg- 2 2 1 



H 



H 



H 



H 



-(CH 2 )pf- 
R 5 



(CH 2 fe-G-R 6 



9 /-< SCF3 

-CH 2 -N-ChQ 

9 ^-( SCF3 
-CHf-N-C-Q 

9 W SCF3 
-CH 2 -N-C~Q 



-CH 2 -N-C-^ 



,SCF, 



9 y^-( SCF3 

-ch 2 -n-c-h0 _ 



.SCF, 



9 /-< SCF3 

-ch 2 -n-chQ 



9 a-< SCF3 

-CH 2 -N-C-^ 

9 v-( SCF3 

-CH 2 -N-C-^ 

9 ( SCF3 



SCFo 
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Table 1.177 



1 9 9 



Compd. R S-(CH 2 )r 
No. P? 21 



k m n chirality R 3 



"(CH 2 ) r t 7 (CH 2 ^-G-R 0 
R 



1937 (CHjkCH-^-CH*- 2 2 



1 938 Bi 



1943 



1944 



1947 



2 2 



1939 h 3 co-<^>-ch 2 - 2 2 



1940 F-d>-CH 2 - 2 2 



1942 ho\J-ch 2 - 2 2 



CP" 



2** 2 2 



CH 2 - 2 2 



1945 h 3 cs-\ >-ch 2 - 2 2 



.1946 h 3 cch 2 -^)~ch 2 - 2 2 



CH r 2 2 



H 



H 



H 



H 



-CH z -r*-c-<_} 

-CH 2 -M-C-^J-CH 3 



-CH 



!_ H C ~W" CH3 



9 _W* 

-CH 2 -j|CH^J-CH3 



.Br 



-CH 2 -N-C— ( 7 ^-CH 



- C H 2 - N- C~^J^- CH 3 



-CHj-N-C-^jHCHa 



-CHi-N-O-^J-CHs 
-CHa-N-C-^J-CHj 



-CHj-N-C-^^CHa 



-CHz-N-C-^J-CHj 
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Table 1.178 2 0 0 



Compd. r1n V-/PH \- ■ . R 4 

No. ^ M 2i, k m n ch,raiity R' ~(CH 2 ) r H(CH 2 ^G-R 6 
— — R 5 

CH 3 

^ H^O,, 2 2, - -CH.-.t^, 

1949 h 3 c-0-ch 2 - 2 2 1- H 9 j-?' 

J — ch,-n-c— (' \-. 



1958 



1952 Br-4 >-ch 2 - 2 2 1 



H 3 C -CH 2 - rr c-^CH 3 



1950 o 2 n-/~~)-ch 2 - 2 2 1 H 9 Br 



1951 h 3 c-<Q-ch 2 - 2 2 1 H ? 

— -CH 2 -N-C-f VCH 3 



Br 

F 



— CH 2 -N-C— 

1953 h 3 cc^Q-ch 2 - 2 2 1 H ? 

-CH 2 -N-C^(J)-F 

1954 2 a 1 - „ -ch,-.^ 

,8 " -d"^ 2 2.- H 

,956 «>0-0. r 2 2 , - H -„,-^ F 

-957 2 2 , . H ^ 



CP""'" 2 2 1 - „ 9 W B ' 
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Table 1.179 



R 1 f? 4 

C nT^ r^ (CH2) " k m n Chiralit y R3 ~(CH 2 )p-|j(CH 2 ) r G-R 6 

R 



Br 

1959 h 3 CshQkch 2 - 2 2 1- H _ CH _ N .?_^_, 



1961 cr^~)~ CH 2~ 2 2 1 H 



H 3 C 



1965 H 3 C-< V >-CH 2 - 2 2 1 



1967 Br--\>-CH 2 - 2 2 1 - H 



.Br 

f 



1960 h 3 cch 2 -(~)-ch 2 - 2 2 1 - h ^ _ ft 



.Br 



-CH 2 -N-C-<^-F 



-CH 2 -N-C-^-F 

1962 H 3 CH^- H CH 2 - 2 2 1 - H _ CHr ^^ F 



CH 3 ^ 

1963 H 3 cHp-cH 2 - 2 2 1 - H _ CHr{r t^F 



1964 o 2 <H /hCH,-. 22 1- H _ CH _^£_^ F 



1966 CCH^cH-Q-av 2 2 1 H _ CH _^^_^, 



Br 

F 



H 2 N 



1968 H 3 CO--Q^CH 2 - 2 2 1 H -CH^fshC-^ ^ 



H >=/ 
H 2 N 



1969 ho\ /-ch 2 - 2 2 1 h -ch 2 -n-c- 



H 2 N 
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Table 1.1 8 0 




H 2 N 
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2 0 3 

Table 1.181 



C °K? 1pd ' o^ (CH2) r k m n chirality r 3 _ (C h 2) ^ (CH )_ G - R ^ 

NO. R 



1987 

k 0" 



1988 



1981 0 2 f^~^-CH 2 - 2 2 1 H -ch 2 -n-c 




H >=/ 
H 2 N 



1982 NC-^^-CH 2 - 2 2 1 H " ch 2"^c-h^^-f 

H 2 N 

1983 (CH 3 )2CH^CH r 2 2 1 - H ~ch 2 -^-c-^)-f 

H 2 N 

I 



1984 BrH^-CH 2 - 2 2 1 H — CH 2 ~N-C— 

H 2 N 

1985 H 3 CO^jKCH 2 - 2 2 1 H -CH 2 -N-C--Q> 



h y=s 

H 2 N 

! 



1986 hcm^^-ch 2 - 2 2 1 H -ch 2 -n-c-^^ 

H 2 N 

<^y^ 221 . - h -^JLc^ 



H >=/ 
H 2 N 



^^-CH 2 - 2 2 1 - H -CH 2 -N-C-H0> 

H 2 N 

1989 H 3 CS-Q^CH 2 - 2 2 1 H ~ CH2 "[^ C " < 0 

H 2 N 

9 /' 

1990 h 3 cch 2 -hQ^ch 2 - 2 2 1 h ~ ch 2~[^ c ^C3 

H 2 N 

1991 £^}~ CH *" 2 2 1 H -^ H 2-||C-H0 

H 2 N 
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Table 1.182 



2 0 4 



Compd. R V(CH 2 ) r 
No. FT 2>l 



k m n chirality R3 



-(CH 2 J- 



^(CH^G-R 6 
R 5 



CH 3 

1 " 2 H 3 C<>CH 2 - ^ 2 1 



1993 o 2 n-^^ch 2 -- 2 2 



1994 h 3 c-\ >-CH 2 - 2 2 1 



1995 NC-\ >-ch 2 - 2 2 1 



1996 {ch^ch-^^ch^ 2 2 1 



CH 3 




1997 H 3 c-y^-CH 2 - 2 2 1 

H 3 C 

1998 Br~^-CH 2 - 2 2 1 



H 



H 



H 



H 



-CH 2 -N-?-0 
H 2 N 



-CH 2 -||C-0 
H 2 N 



H 2 N 



-CH 2 -N-C-H0 
H 2 N 

-CH 2 -N-?-0 



-CH 2 -Nh 
H 




H 2 N 



~CH 



1999 h 3 co\ >-ch 2 - 2 2 1 



H 



-CH 2 -^L(3 



2000 



ch 2 - 2 2 1 



H 



-CH 2 -N-C-H^J 



2001 ho-Q-ch 2 - 2 2 1 



-CH 



2002 p^_/- CH 2- 2 2 1 
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Table 1.183 



2004 h 3 cs-\ >-ch 2 - 2 2 1 



2005 h 3 cch 2 -\ ycH 2 - 2 2 1 h 



2008 h 3 ch^ /-CHr- 2 2 1 



2009 NC-4 >-CH r 2 2 1 h 



C N m o Pd ' R^ (CH2) i~ k m n Chiralit y R ' -(CH^CCH^G-R 6 

H 



2003 £^D~ CH 2- 2 2 1 - H ^-i CI 



-CH 2 -N-C-{3 



2006 H 3 C^-CH 2 - 2 2 1- H _ch 2 -N-LC 



2007 OaN-TVcHj- 2 2 1 - h 9 



— CH 2 ~f^C 



2010 (ch 3)2 ck-Q^ch^ 2 2 1 h _ CH _J?/"~i 

2011 h 3 c-^>ch 2 - 2 2 1 h ■ _ CH .J/i 



2012 B^>CH 2 - 2 2 1 H -arJrTS-a 

2013 ^co-Q-ch*- 2 2 1- h _ CHr , h trCa 
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Table 1.184 



2 0 6 



m n chirality pp 



'(CHg^fCH^G-R 6 
R s 



2016 



2014 HO-i >-ch 2 - 2 2 1 



2015 o^}~ch 2 - 2 2 1 



ch 2 - 2 2 1 



H 



H 



H 



-CH 2 -N-C-^-a 
-CHjrjvhC-^J-a 



.Br 



-CH 2 -N-C-f >-a 



2019 



2020 



2017 h 3 cs-4 >-ch 2 - 2 2 1 



2018 H 3 CCH2-^-CH 2 - 2 2 1 



CH 2 2 2 1 



CH 3 

H 3 C- 0" CH2_ 



2 2 1 



H 



H 



-CH 2 -N-C-H^J-Q 

-CH 2 -i^c-^J-a 



-CH 



-CH 2 -N-C-<( >-a 



Br 



2021 c^N-f 2 2 1 



2022 HaC-^-CH,- 2 2 1 



2023 nc-{ )-ch 2 - 2 2 1 



2024 (CHjfeCH-QKctv 2 2 1 



H 



H 



H 



-CH 2 -^o-C3-a 
-ch 2 -n-c-^J-ci 

-CH 2 -N-C-<(J>-a 
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Table 1.185 




H 2 N 



WO 00/69432 
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Table 1.186 



2 0 8 



Gompd ?J ^( CH 2)r k m n chiraiity R 3 



No. R 2 



2038 



2036 nch£>-ch 2 - 2 2 1 



2037 h 3 chTJkch 2 - 2 2 1 

H 3 C 



F-{~^ C H 2 - 



2 2 1 



H 



"(CH 2 )pf-(CH 2 ) 5 -G-R 6 



9 



-CH 2 -N-C 




H 2 N 



Br 



-CH 2 -{*C-0 
H 2 N 



.Br 



"CH3-N-C-0 
H 2 N 



2039 h 3 c-\>-ch 2 - 2 2 1 



-CH 2 -N-C-<] 
H CN 



2040 h 3 c-^^-ch 2 - 1 2 0 



H 



-CHz-N-C-O+H^J* 



OH 



2041 h 3 c-(~)-ch 2 - 12 0 R 



H 



-CH^C-CH-^) 



2042 h 3 c-^^-ch^- 



2044 



2045 



2046 



12 0 R 



2043 HjQ-l V-CHj- 12 0 R 



PH 3 
^ 2 - 

CH 3 
PH 3 
-CH r 

CH 3 
CH 3 

CH 3 



12 0 R 



1 2 0 R 



1 2 0 R 



H 



H 



H 



(jj) H 3 Q CH 3 

H 3 C 



9 



-CHg-N-OCH; 



-CH 2 -N-C 




CH 3 



-CH Z -N- 



H ^frO 



" £h 3 
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Table 1.187 



Compd. R >(CH 2 ) r k m n cniralitv 
No. R 2 



-(CH 2 )i(CH 2 ) r G-R 6 
R 5 



2047 



.2048 



2049 



2050 



2051 



2053 



2055 



2056 



2057 



CH; 
CH; 

CH : 
CH 3 

H3 S= 

Q-CH2- 



ch 2 - 12 0 R 



ch 2 - 12 0 R 



CH 2 - 12 0 R 



12 0 R 



12 0 R 




2052 \i~CH a - 2 2 1 

OCH 2 CH 3 



2 2 1 



2054 W 2 2 1 

h 3 co-^-ch 2 - 



H 3 CO 

Q- 



CH r 2 2 1 




CH r 2 2 1 



2 2 1 



H 



H 



H 



H 



H 



H 



-CHt-N-C 



HN-l^^-OCHjCHs 
— CH7-N-C— < 7 ■ 



CH 3 

.CF 3 



-CH 2 -N-C- w 



-CH 2 -N-C-^^-F 



-CH^C-^-F 
H 2 N 

9 



-CHj-N-C-f >- F 
H,N 





"CHa-N-C-^-F 
H 2 N 

? 




H 2 N 



- CH -ir c w 

H 2 N 
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Table 1.1 8 8 



m n chirality r' 



2058 



2059 



2062 



2063 



2064 



H3CODCH 



2 2 1 



CH r 2 2 1 



H,CC 



2060 ^co-^y-CH?- 2 2 1 
0CH3 

^-ch 2 - 2 2 1 



H 3 CO-^~^-CH 2 - 

H3CO 

H 3° H 0~ CHr 
H3CO 

f^-^-CH 2 - 



2 2 1 



2 2 1 



2 2 1 



H 



-(CH 2 ) F f-(CH 2 ) 5 -G-R 6 
. R 




-CHj-N-CHf V-f 
H 2 N 



i? 




-CHr-N-c-f >-f 

H 2 N 

9 

-CH^N- 

H 2 N 





H 2 N 



-OV-N-C-f^-F 




H 2 N 

? // v 




-CH2-^C-^J^-F 
HqN 



H 2 N 




H 3 CCH 2 q 

2065 u _>=\ ... 2 2 1 



h 3 cch 2 ohQkch2- 



H % s 



2066 



^OCH 2 H^ 
CH 2 - 



2 2 1 



2067 (h^) 2 chch 2 -^>-ch 7 - 2 2 1 



2068 



CHz - 221 




-CHj-N-C-^J^-F 
H 2 N 

9 

-CH2-N- 




P 



-CH 2 -f^C-^ s J--F 
H 2 N 
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Table 1.18 9 



Compd. R V (CH2 v_ k m n chjra|jt R3 
No. 



-D6 



"(CH 2 ) r l-(CH 2 ) r G-R 
R 5 



H 3 Q 

2069 h 3 CC-Q-ch 2 - 2 2 1 



Be 



2070 



2071 



OCH 3 



H 3 CO-^- 



CH 2 - 



2 2 1 



2 2 1 



OCH3 



H 



H 



9 , , 

-CH^-N-C-f VF 
H )==/ 

H 2 N 
? 




H 2 N 



H 2 N 



2072 (k,C) 2 choh( )-ch2- 2 2 1 



2073 



2074 



CH 2 < 



CHz- 



*0 



2 2 1 



2 2 1 



H 



-CH 2 -N-C-/~Vf : 
H )=/ 

H 2 N 




-CH^Jj-C-^J-F 
H 2 N 

H,N 



H 3 CQ 

2075 X^-CHr 2 2 1 

F 



2076 



CH 2 - 



2 2 1 



2077 ^-OV 2 2 1 



2078 



2079 



OH 

H 3 CCH 2 Q_OH 



K.CO-Qt-CH,- 



2 2 1 



2 2 1 



H 



-CHj-N-C-^-F 
H 2 N 



-CHa-N-O-f V F 
H 2 N 





-CH^c-^J-F 



H 2 N 




-CH2-N- 

H 2 N 
H 2 N 
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Table 1,19 0 



Compd. R V(CH 2 ) r 
No. Ft 21 



k m n chirality R 3 ~(CH 2 )^(CH 2 k-G-R 6 



2080 ^"^k 2 2 1 



2081 



2 2 1 



2082 H 3 CC^ H CH 2 - 2 2 1 



2083 



2084 



2085 



2086 




^rf-CHz- 1 2 0 
Br 
H 3 cq 

HO ~W~ CH ^ .12 0 R 
H 3 CO 

OH 

_ 1 2 0 R 



12 0 R 



H3COA />-CH 



HC KZ^~ CH2 ~ 



2087 (h 3 c) 2 n-\>-ch 2 - 12 0 R 



2088 (HjCch^jN-Q-ch,- 12 0 R 



2089 



ch 2 - 12 0 R 



2090 (>o-Q-cH r 12 0 R 



H 



R H 



-CHj-N-C-O-F 
H 2 N 



9 



-CHj-N-C-^Jh-F 




r 

H ? N 




H ? N 



H 2 N 




.CF, 



H 2 N 



H 3 N 



JCF 3 



H 2 N 



H 2 N 



9 ^J* 3 

i£0 



H 2 N 



.CF 3 



-CH.-N-C ^ 
H 2 N 




r CF 3 



-CH^N-C-p 
H 2 N 
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Table 1.191 



Compd. R V(CH 2 ) r 
No. R 2/ 2/) 



k m n chirality R 3 



"(CHaAc^^G-R 6 
R 5 



2091 a-iJ-CHt- 2 2 



2092 a-Q-CH r 2 2 



2093 o-( >CH 2 - 2 2 



2094 o-\>-ch 2 - 2 2 



2095 



2096 



2097 



-ch 2 - 2 2 



/-CHj- 2 2 



CH 2 - 2 2 



2098 ci-hQ-ch 2 - 2 2 

2099 o-h^-ch 2 - 2 2 



2100 



CH 2 - 2 2 



2101 C)-\J-CH r 2 2 



H 



H 



OCHjCHj 



-CH-M-C-f > 



-CH- 



pCH 2 CH 3 



CH 2 C H2SC H 3 
(fl _ i OCH 2 CH 3 



CH 2 



(K) f PCH 2 CH 3 

C(CH 3 ) 3 

O PCH 2 CH 3 
-CH-N-C—^J> 



PCH 2 CH 3 



CH 2 C H 2 C H 3 



pCHjCHj 



( ) 9 



— CH- 

6 



sK5 



OCHjCHj 



CH 2 -(^-OCH3 



pCH2CH 3 



-CH-N-C-^J) 



CH2CH3 



CH 2 -f_>-OCH 2 - 
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Table 1.192 



C °NT d " R2>" (CH2) i k m n chiraiity R* ~(CH 2 )^-{CH 2 fcG~R e 

R 5 



2107 



B 



CH; 



3 



B 




H 3 CO 



OCH?CH3 



2102 ck-Q^ch 2 - 2 2 1 H 



o 

OCH 2 CH3 



2103 a-\ )-ch 2 - 2 2 1 H -CH-N-c-/ 

H3C-CHOCH; 



2104 Or\ >-ch 2 - 2 2 1 h -ch-n-o 



<> 9 

I j O PCH 2 CH 3 



CH 2 CH2-OOCH 3 

6 /? 



H 3 cq pH p 



2105 Q-CH 2 - 2 2 1- H -CHrN-S-TVF 




H )=/ 
H 2 N 



H 3 q OH 

2106 M^CH,- 2.2 J - H -CH^M- 




H )==/ 



\VCH 2 - 2 2 1 - H -CH^N-cL/^-F 

H 2 N 



2108 Qci-"cH 2 - 2 2 1 - H -ch^E^-f 

H 2 N 

2109 ^ - ~ " J ^ 



*^r^-CH r 2 2 1 - H -CHg-NhC-^J-F 



H 2 N 



2110 H3CCH ^f^cH 2 - 2 2 1- H -ch^ch0^-f 

H 2 N 

2111 CI-H-CH*- 2 2 1 - H -CHr^C-A-F 



H )=- 
H 2 N 



2112 H 3 c^y~CH 2 - 2 2 1- h -ch^n£/"> 



H 

H 2 N 
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Table 1.193 



Compd. R V(CH 2 ) r k m n chirality R 3 
No. FT 1 



R 4 



-d6 



-(CH 2 )^+ 7 (GH 2 )^G-R 
R 5 



H 2 N 

2113 H 3 CO^>CH r 2 2 1 



H 2 N 

2114 h 3 ch[>CH 2 - 2 2 1 



2123 



{J-CH 2 - 2 2 1 



2115 



2116 c\-\ />-CH r 2 2 1 



2117 a-^)-CH 2 - 2 2 1 



HQ 



2118 hohQ^ch 2 - 1 



2 0 R 



OH 



2119 HC-<j-CH 2 - 1 2 0 R 

21 20 b^^ch 2 - 1 2 0 R 



OCH 3 

2121 hc^W 1 2 0 R 




2122 ci-rw 1 2 0 R 



r 




^CHf 1 2 0 R 

NO 2 



H 



H 



H 



H 



H 



H 



H 2 N 
H 2 N 

-CH-N-C-/~\ 
i H \=/ 

CH(CH 3 ) 2 

(*) J? • y° CH ^ CH 3 

] H v=/ 
CH(CH3)CH 2 CH 3 



( ? 
-CH-N-D 



,OCH 2 CH 3 



H 2 N 



9 



-CH^N-C-Q 




CF 3 



H 2 N 



H 2 N 




PF 3 



-CH2- 



H 2 N 



H 2 N 
H 2 N 
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Table 1.194 



C °No Pd R ^~^ CH ^ k m n chirality R 3 



2124 



2127 



2128 



2130 



2131 



2132 



2133 



0 2 N 



CHj- 



12 0 R 



0 2 N 



2125 HjCO-Q-CH*- 1 2 0 R 



0 2 N 

2126 H 3 c-0- ov 1 2 0 R 



r 




' % J-CH r 1 2 0 

NH 2 



H 2 N 



CHj- 



12 0 R 



H 2 N 

2129 u „_7=V ™ 12 0 R 



h 3 c-^^-ch 2 - 

S^^-CH 2 - 



CH 3 
CH 3 



H 2 N 



<H 3 C) 2 N 



CH r 



CH r 



2 2 1 



2 2 1 



12 0 R 



12 0 R 



2134 <>-^-CH 2 - 12 0 R 

N(CH 3 ) 2 



H 



R 4 
■ R 5 



-(C^^CCHj^-G-R 6 



-CHg-N-C 



ir0 

H 2 N 



H 2 N 
H 2 N 



-CHi-M-O-0 
H 2 N 

9 



-CHg-N- 
H 




B 2 N 



H 2 N 



9 




H 2 N 



H 2 N 



H 2 N 



-CHjr-N-C-fJ 
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Table 1.195 



C °N m o Pd ' R2> (CH2) r 

k m n chirality 



R 4 



R 3 • -(CH 2 b-f-(CH 2 fc-G-R 6 



R 5 



2137 



2138 



2139 



2140 



2141 



2142 



2143 



2144 



2145 



(H 3 C) 2 N 

2135 HjCO-n^-CHg- 1 



2 0 R 



(H 3 C) 2 N 

2136 h 3C _^ CH2 _ 1 2 0 R 



CH 3 

c Kj~ ch2- . 

CH 3 
CH 3 
NH 2 



12 0 R 



12 0 R 



ch 2 - 12-0 R 



2 2 1 



H 2 N 



CH 2 



CH 2 - 



CH 2 - 



HNJ-p-CH 3 
O 



H 2 N 



CH 2 ~ 



HO-^^-CH 2 - 



2 2 1 



2 2 1 



2 2 1 



2 2 1 



2 2 1 



H 



H 



H 



H 



H 



H 



H 



H 



H 



-CH^-N-C-f ) 




,CF 3 



H 2 N 



H 2 N 



.CF 1 



H 2 N 



H 2 N 

H )=/ 
H 2 N 



-CH^N- 



H 2 N 




H 2 N 

, H \=r 

H 2 N 





H 2 N 

9 



~CH 2 ~N-C-/^ 



CF, 



H )==/ 
H 2 N 



CF 3 



-CH 2 -N-C-0 
H 2 N 
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Table 1.196 



m n chirality R 3 



2146 



2147 



2148 



2149 



2150 



2151 



2152 



2153 



2154 



2155 



2156 



<>^-ch 2 - 2 2 1 



NH, 



9 

HjC-C-NH 



_>=\ 2 2 1 



9 

h 3 c-c-nh 



HOH v3~ CH2_ 



0,N 



HO-<\ />"CH 2 - 



9 

H3C-C-NH 



2 2 1 



12 0 R 



2 0 R 




HN-f-CHj 
O 



9 

H3C-C-NH 



H3 



H3C-C-NH 



CH;,- 



12 0 R 



12 0 R 



H 3 c_ t}~ CH2 " 



2 0 R 



H 3 C-C-NH 



H 3 



H3C-C-NH 



CH 2 - 




CHj- 



HN-f-CH 3 
O 



2 2 1 



2 2 1 



2 2 1 



H 



H 



H 



H 



R 4 

-(CH 2 )p-F-(CH 2 ) i -G-R 6 



-CH 2 -N-C- 




CF, 



H 2 N 

9 




-CHj-N-C-h^J-F 
H 2 N 

9 




-CHj-N-C-^J-F 
H 2 N 

H 2 N 

H 2 N 

H 2 N 

-CH^J-C-^J 
H 2 N 



9 



,CF 3 



-CHr-N-00 

H 2 N 



.CF.i 



H 2 N 



9 




H 2 N 

P 



-CH 



H 2 N 
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Table 1.197 



Compd. R V (CH y_ k m n chirality 
No. R 



~(CH 2 )i(CH 2 )q-G-R 6 
R 



2157 



2160 



CH 3 



CH 2 - 



12 0 R 



H 3 C-NH 

2158 H( ^- CH2 - 1 2 0 R 



H 3 ONH 

2159 *co~£>CH r 2 2 1 



RjONH 



CH 2 - 



2 2 1 



H 



H 



H 2 N 



.CF 3 



~CH 2 -N-C 



MS 

H 2 N 



-CH2-M-C 




i? 



H 2 N 

9 



-CH2-N-C- 




2161 



H3C-NH 



CH 2 - 



H3C-NH 



2 2 1 



2162 H3 coOch 2 - 2 2 1 



-CHr-M- 
H 




H 2 N 



£ F 3 



~ CH 2 -[t C - 

HUN 



H3C-NH 

2163 H c^>ch 2 - 2 2 1 



CH 3 

2164 • fW 1 2 0 R 



2165 rVcH 2 - 1 2 0 R 

N 



.CF 3 



H 



H 2 N 



£F 3 



H 2 N 



H 2 N 



.CF, 



2166 |[Vch 2 - 12 0 R 



2167 



CH 2 - 



12 0 R 



H 



"CHr-N-c-0 

H 2 N 



-CH 2 -N-D 

H 2 N 
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Table 1.198 



C °No P<j ' o^ (CH2) r k m n chirality - (C H 2 J- 



2168 



2169 



2170 



2171 



2172 



2173 



2174 



2176 



2177 



2178 



Q 



12 0 R 



C-OCH 3 
-CH r 
CH 3 
CH 3 

12 0 R 



CH, 



(T/-CH,- 



12 0 R 



ch,- 12 0 R 




CH, 



H 3 Q CH 3 

b, ~ h OQ^~ CH2 ~ 



12 0 R 



12 0 R 



12 0 R 



OCH3 

21 7 5 H 3 coH^-CH r 1 2 0 



H 3 C 




12 0 R 



H3C OH 

*(~Vch 2 - 1 2 0 

CH 2 OH 



H3CO-C. 



R 



12 0 R 



H 



H 



H 



H 



R 5 



HoN 



9 



-CH 2 -N-C 




H 2 N 



H 2 N 



CF 3 



-CH 



H 2 N 



-CHr-N-O 

H 2 N 



-CH 2 -N-C~ 

H >=/ 

H 2 N 



P^3 



H >=/ 
H 2 N 



-CH 2 ~N-C 



9 

H 2 N 




-ch*-nI-0 

H 2 N 

-CH 2 -N-C-< > 



CF 3 



pF 3 



H )=/ 
H 2 N 



£F 3 



-CH 2 -^C~0 
H 2 N 
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Table 1.199 



Compd. r1 ^ (ch v_ 
No. FT 21 



k m n chirality R 3 



. r. 



-(CH 2 ) r t T (CH 2 ) T G-R 6 



2179 



2180 



2181 



2182 



2t83 



2184 



2185 



2186 



2187 



H 3 c-g 
o 



CH 2 - 



12 0 R 



Ch-^-(CH 2 ) 2 - 12 0 R 



h 3 o 



ch 2 - 12 0 R 



ch 2 - 



4> 



CH 2 - 



CH 2 - 




2 2 1 



2 2 1 



2 2 1 



12 0 R 



H 



H 



H 



12 0 R H 



12 0 R 



H 



JCF, 



-CH 2 ^N-C-H0 
H 2 N 



CF 3 



H 2 N 



,CF 3 



-ChU-N-O 

2 H >=/ 
H 2 N 



CF 3 



-CH 2 -l|CH0 
H 2 N 

H 2 N 

-CH 2 -N-C-^J 
H 2 N 

H 2 N 

-CH 2 -N-C-H0 
H 2 N 



2189 



2188 bjT\ 




CH;r 




2 2 1 



/ W CHr 1 2 0 R 



H 



-CH 2 -NHC- ^ 
H 2 N 




-CH 2 -N-C-f > 



F=3 



H >=/ 
H 2 N 
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Table 1.2 0 0 



k m n chirality R 3 



-(CH 2 )pt(CH 2 fc-G-R 6 



2190 



2191 



2192 



2193 



2194 





/-CHr 




H 2 N 



CH 2 - 



2195 >=^ 



2 2 1 



2 2 1 



2 2 1 



2 2 1 



2 2 1 



2 2 1 



h 3 c-nh 

2196 .h 3 c^>ch 2 - 1 2 0 R 



H3ONH 

2197 h 3 co^>ch 2 - 1 2 0 R 



2198 



H3C-NH 



12 0 R 



H 3 C-NH 

21 " H 3 ci>CH 2 - 2 2 1 



2200 



H3C-1MH 



:hH^}-CH 2 - 



2 2 1 



H 



-CHjrN-c-ny-F 




H 2 N 




H 2 N 
H 2 N 



,CF 3 



H 2 N 

-CH,-N-C-<p 



-CH 2 -N-C- 




H 2 N 



PS 



H )=/ 
H 2 N 



9 

-CH 2 -N-C- 



9 ^T 3 

HoN 



H 2 N 

-cHr-jj-cnp 

H 2 N 
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224 



Table 1.202 



k m n chirality R 3 



(CH 2 )pf-(CH 2 v r G-R 6 



2212 (^D^ C,V 
H 



2213 



2215 



2216 



2217 



221 



2222 



H 5v 



2 2 1 



2 2 1 



H 2 N 

22H H3CH ^_ CH ^ 2 2 1 



H3OHN 



CH 2 - 



12 0 R 



XVch;,- 1 2 0 

H 3 CCHf~N 
P 

HjCO-cf 

H 3 C-0-CH 2 - 1 2 0 
CH 3 



8 CI-Q-ch 2 - 12 0 R 



2219 c^Q-CHj- 1 2 0 R 

2220 Ch-Q-CH^ 12 0 R 



2221 ohQ-ch^ 1 2 0 R 



3 CH 3 



p0 2 CH 3 

CH 2 - 1 2 0 R 



H 



H 



H 



? 




-CH 2 -J|C>-f = J^F 



H 2 N 



,CF 3 



CF, 



-CH 2 -N-C- W 
H 2 N 



H 2 N 



H 2 N 



.CF, 



f? 

-o 

H 2 N 




,CF 3 



-CH2-N- 
H 



-CH 2 -N- 

H 



O H 



-CM?-N- 



H !hrO-<* 



H 2 N 



,CF 3 
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Table 1.203 



CO N m o Pd ' R^ (CH ^r 



k m n chirality R 3 



"(CH 2 )pf-(CH 2 ) T G-R 
R 5 



,-Q 6 



2223 CH-Q-CHr 

2224 Ct-Q-CH r 

2225 CM^-CH 2 - 

2226 |D^ CH ^ 

CH 3 

2227 ohQ-ch 2 - 

2228 o-Q-CH r 



2229 



2230 



2231 



2232 



2233 



CH 3 



.CH, 



H 3 CCH 2 — £ ^— CHy- 



.CH 3 

H 3 CO-(\ >-CH r 



H 3 Q_ 
H 3 CO-^~^-CH 2 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



H 



H 



H 



H 



H 



H 




CF 3 



-CHz-N- 
H 



F 3 C 



9 



,CF 3 



_CH 2 -N-?^0 
H 2 N 

OCF 3 



~CHf-N-C 




H 2 N 



H 2 N 



-CH 2 -N-c-f y 



PCF 3 



H >=/ 
H 2 N 



-CH 2 -r^c-0 

H 2 N 



,OCF 3 



H 2 N 



• 
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Table 1.204 



C °NT d ' R^ (CH2) i k m n chirality R* -(CHsjicH^G-R 6 



2234 



2235 



2236 



2237 



2238 



2239 



2240 



2241 



2242 



H 

CH, 



H 
H 

C 
H 

H 

H,oa oi 

P 



CH 2 - 



CH 2 - 



H 



CH 3 
CH 2 - 
CH 3 



• H 

H 3 C^^N 




H 

CH 2 - 



CH 3 



H 



2243 (H 3 C) 2 N-\ V-CH 



2244 



CH 2 - 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



H 



H 



H 



H 



H 



H 



H 2 N 



-CH 2 -N-C-Hp 
H 2 N 



,OCF 3 



-CH^C ^ 
H 2 N 




.OCR, 



-ch 2 -n-c>h0 

H 2 N 
H 2 N 



H 2 N 



-CH rff O-0 
H 2 N 



PCFo 



p ,OCF 3 

-CH 2 -rvhc-/> 



H >==/ 



-CH 2 -N-OH0 
H 2 N 



,OCF 3 



p y 0CF 3 



-CH r N-C-^ 
H 2 N 



H 2 N 



f OCF 3 
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Table 1.205 



C °NT d ' R2V( CH 2)r k m n chirality R' 



-(CH 2 AcH 2 )^-G-R 6 



2245 ^"Wv 12 0 R 



2246 "Wr 



^b-cH, 1 2 0 R 



2247 w)2 CK V 



^b-cH, 1 2 0 R 



2248 



2249 



CH 2 - 



12 0 R 



h 3 co<>ch 2 - 1 2 0 R 



2250 H ^K-CH 2 - 1 2 0 R 



2251 



2252 



2253 



2254 



2255 



H 2 N 



CH 2 - 



H 



H 3 Ci 



CH 2 - 

N 
H 

CH 2 - 



CH r 
H 3 cA^N 



12 0 R 



2 2 1 



2 2 1 



2 2 1 



2 2 1 



H 



H 



H 



.CF, 



H 2 N 



H 2 N 



P=3 



"CHrN-o-0 

H 2 N 



p OCF 3 



-CH^C 



(? 
H 2 N 




f OCF 3 



— CH 2 -N- 



H 2 N 

p /» 
-CH2-N-0-Q 

H 2 N 
H 2 N 
H 2 N 

-CH.-N-L0 
H 2 N 



.CF, 



,CF 3 
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Table 1.206 



C °NT d * R2^ (CH 2>r "< m n chirality R3 -(C^^CH^G-R 
__ R 5 

2256 2 2 1 - H -™r*t0 3 

CH 3 H 2 N 

P 1 ^ 2 " CF 3 

2257 h 3 c Q( XQ 2 2 1 - H - C h^n-L0 

° " H 2 N 




WO 00/69432 



PCT/JP00/03203 



2 2 9 



5 Sfefci, #$89§fc:*5V*-Ctt* ^JxiiH^-fbi- (4-?Do/<y^) - l 

f-/]y-4- [ (N- (3 - h y 7/U^-D>^u^^/^^) *ry<>/i,} 7$;>f 

-7*fvK n-'O^VK n -'N^-v'yK n — ^T^K n-^^K ■iV'f'O- 
10 tVK ^yy^vK s e c-^^K t e r t — •iV'O'f/K 
fvK t.ert-^yf/K 2 - / 3vU^>"3vt\ 1 

{t#>, mm, %\YM, ^fctta i>ft«i/£ifo^n y yftttH^ t ySriJfi r t 
15 ^T'#5 0 

±12^: ( i ) -eMznzik&mt, wo 9 9 2 5 6 8 6ie«©TiB^-f v^-fn 

20 1 ) 

TfEi£ (II) 




25 



K'K R\ R% R\ j, k. m. *3j:T/nWc % ±IE^ (I) »C*J*tS-ttt-t*Jx 

t?«$jx5^«ji st^> Ties*; (in) 




WO 00/69432 
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2 3 0 



0 

HO-C-(CH 2 ) p 



R 4 

■j— (CH 2 ) q -G-R' 
R 5 



.6 



(nr) 



5 [5$<K r\ r\ r<\ g n P , *5J:t>'qf± N ±f23; (I) l;j3it«fim©J 
-kttt (III) -C^£*L5;*7^7K>g£tf) tfcfc&mmfc] tit. mx.i3m^a?> 

io km, mm*®. i^mm*m£}:<D^^m^^mc^xm^\m^^s. 

? K (DCC) , N-^^-N' - (3-^^U7^/7 1 ntVl') tl 
/UtfiSj 5 K (EDC I^fcfiWSC) N ij^—jV'M $ (CD I) 

15 N-tpD^v/f^^WU' (HOSu) 4 N-tKn^Xy^|.j)7/^ 
(HOB t) , ^h!l7/-yu-lw f/UahfrS/M* (fay^y — y u) * 

X^^r)A=^t7;| /J )-D*77i-h (PyBOP) , 2- (lH-^Vb 
UTV'— )V-\-\o()V) -1, l, 3, 3-7F7/f/^a-!)A = ^t7 
Wo*^7x-(- (HBTU) , 2- (lH-^/M)7^1/-l-^) 

20 -l, i, 3, 3 — y- hytf-sutru =. k.==r Y?y /VjruigV— V (TBTU 
) v 2- (5 -//MOt^I/- 2, 3-«JrW^K) -1, 1, 3, 3- 
7- *=?>v<5u-t7Ju = *r h 77/M-n#u— f» (TNTU) , O- (N-f-? 
5/= -i, 1( 3> 3 -x F7>f/^P = ^i,=r h7 7^D7jtV- 

h (TSTU) , (t'pyv=y) ^^*=r>A = ^#-^ 7 /U^-D*^ 

25 7x-K(PyBroP) fc y * A, cSgtTJ^^ 

30 3. 
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2 3 1 

tie*: (iv) 



R 1 



>— (CH 2 )j-X (IV) 



R 2 



io T-S$ix5TA*/Mfcf*m3tt^ TfSiS (v) 




O R 4 
II 

R 3 R 



(CH 2 ) n -N-C-(CH 2 ) p .— MCH 2 ) q -G-R 6 ( V ) 



15 

R\ R\ R 5 , R 5 , G, k, n, p, joil^qtt, _hf£5fc ( I ) \Z 

o 

±!55£ (IV) Id&^-C, Xfi^n^J"^ TVL-^/l^^^M-^v'g, T V 



WO 00/69432 



PCT/JP00/032O3 



2 3 2 



TIES (vi) R 1 

>— (CH 2 ) H -CHO (VI) 
R 2 

5 [5*#\ R l *5i»R l tt 4 ±m#. (i) fcj3ft5-t*t-t*n©jE«iEii:-e*)5, j 
Sfcfi, Tias (vii) 

R'-CHO (VII) 
10 4B151- 5. ] 

-eas^ti^Tyuxt KiSfit. ±IES: (v) -c£$*i5ft;<fr4&o. 1-ioSf 
15 **<nsy f!>A7/^; = h y •> a, *>rv**ffc*r>*-7-h 

Ties: (viii) 



20 



R 1 / (CH2)k \ O R 4 

^-(CH^-N \- {C H 2 ) n -N-C-(CH 2 ) p - ' 

VhJ R 3 



(CH 2 ) q -NH .. (VIE) 



R 7 



25 [^ R\ R\ R\ R\ R\ R\ k % m, n , *5it>*qti, _kf£ 

* (i) «c*5{t5-eti-e'n<o^i:iwii:-c-fc5 0 ] 

ties; ax) 

HO-A-R 6 (IX) 
«*, R 6 fi-tfB5£; (I) l^isi-fZ>R 6 <Dj£mtmC-?h<0. Af±*/udf=yi/S* 
30 fcfi^^/n^/uS^r^-t. ] 
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2 3 3 

±te^ (ix) x'mzftz*^tf>m*tztex/is*ym<DRfctem'&fcti$, mz. 

9 R tmcigfT $ * 5 r # t- £ 5o 

(«ift5) 

±825t (viii) ftsnsfc^ftiati. ties; (x) 

z = c = n-r 6 (X) 

10 R«ttjbiHic (i) ^*3(t5R s ^^^(^CT:fci?. znmmm^tz^ 

(8H68:6) 

15 Tiess (xi) 



20 



! ^(CH 2 ) k , o R 4 

^(CH 2 )j-N -)— (CH 2 )n-N-C-(CH 2 ) p — I— (CH 2 ) q -A-OH (XI) 



R 2 \ch 2 )J R 3 



[*<f», R\ R\ R\ R 4 > R 5 s j> k, m % n, p, fcitfqtt, ±ffi5£ ( 

] 

t?*E$ii5fl:^«lSti:, (XII) 
25 R 6 -NH 2 (XII) 

[a*, R 6 f±±i25t (i) iasrtZR'tDfemtmtx'hz. ] 



WO 00/69432 PCT/JP00/03203 

2 3 4 

15 v*Tii©iai*8cK:fc*^-c<fe, RlSi&Stt- 7 8t^t>+l sot, #*t< 

, mm. atig, Htattw, ^9 7^ sr. 



10 



25 



30 



n bo nmm \z.tm.z h,tzit&v>> t is s * n 5 1> © -cw: * ^ \ ^ t© msw 1 43 v ^ 

T#fc^fctt*#lfcflaMfc#* (Compd. No.)lt Tablel. 1 
- 1 . 2 0 6 {^*3V>T»iS*Afr«t LT^ff fcflS^*fc^$Jtfcfl2^«## (C 
omp d. No. ) «b^LT^5 0 

K(4. 15g s 25. 8mmol) i 1 P r 2 NE t 
(6. 6 7 g s 5 1. 6ramo 1) ^ 3 - [ (t e r t -Z? ->*;U#^/U) 



WO 00/69432 PCT/JP00/03203 

2 3 5 

7?;) t°n J) i/l/ (4. 8 1 g, 2 5. 8mmol) <7>DMF*gig (5 OmL) 

I. (7-feh=M)vK 5 OmL) ld«t 9 5 3 - [ (t e r t-^h^r^ 

75/] -1- (4-^nD^-/;l/) fn!)i?y (6. 43g, 8 0 
5 %) £3t6&ISft:£ LT#fc, 'H NMR (CDC1„ 3 0 0MHz) 5 1.37 
(s, 9 H), 1.5-1.7 (br, 1 H), 2.1-2.4 (in, 2 H), 2.5-2.7 (m, 2 H), 2.83 (br, 
1 H), 3.57 (s, 2 H), 4.1-4.3 (br, 1 H), 4.9-5.1 (br, 1 H), 7.15-7.35 (br, 4 
H) ; MSfiR P L C/MStJRfcfc (98%) 0 ESI /MS m/e 311. 
0 (M + + H, C 16 H 24 "ciN 2 0 2 ) 
10 3- [ (t e r t -Zf h * v-^/U/K^A-) 757] -1- (4-^nn^^^ 
) fc°a!)^> (6. 38g, 20. 5mmo 1) <D7?/~A- (80mL) ^f&lci 
1M HC1— Et 2 0 (lOOmL) 2 5°CX~ 1 5 Rf^lffl 5 Lfc„ 

^EETf-l&ifeL, S^b b b (^/-/P/Tir h~ M/U= 1 : 2, 1 3 

OmL) X*mmi-&^ t\C£ 9, 3-757-1- fn y 

15 (4. 9 3 9 g, 8 5%) £ 6£$7fc<h LT#fc 0 'H NMR (d 

6 -DM SO, 3 0 0MHz) 6 3.15 (br, 1 H), 3.3-3.75 (br-m, 4 H), 3.9 (b 
r, 1 H), 4.05 (br, 1 H), 4.44 (br, 1 H), 4.54 (br, 1 H), 7.5-7.7 (ra, 4 H), 
8.45 (br, 1 H), 8.60 (br, 1 H) ; MgfiR P L C/MS "C*fefc (>9 9%) , 
ESI/MS m/e 211. 0 (M + + hL C 11 H 16 C 1 N 2 ) 
20 ft^Srte (R) -3-75/- 1- (4-^nn^/U) tTn y ^ • rififfil 
(S) -3-757-1- (4-7bd^^) tD^V • -ffiSKfi*. 

fotmWi NMR Ltz a 

mmm 1 ] 3- (N-^>yW/i^y ^) 75/-1- (4-^dp^ 

25 yu) fc°ny-^ (f^Wfl) C0£-)& 

N-^y/'fy^'Jv'y (9. 3mg, 0. 0 5 5mmol) , 3-^fvU-l 
- [3- (-^f/U75 7) #yM?S?>f 3 -K-SiMfi (EDCI) (1 

0. 5mg) ioXTfl -b Kodf-i/^O-/ H)7 7-^ • Tkftl^ (HOB t) (7 
. 4mg) 3-75 7-1- (4-^nn-<y^) fn^ycM ( 

30 14. 2 m g, 0. 0 5 0mmol) t Y V x-f-frT 5 >" (15. 2 m g ) (DP o 
d**A (2. 5mL) t^KKlAlx.^. C ©SffrS^feS: 2 5 tt* 1 6 I 
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2 3 6 

, 2M NaOH*»« (2mLX2) t-kf&fcX'fcft Ltc 0 PTFEi7^;^ 

-iztmMm. ®mzms.T\m£L, 3- (n— <y*/j 

»fc (17. 7mg, 9 5%) . |$itttRP LC/MSf^fc (95%) , ES 
I/MS m/e 3 7 2. 0 (M + + H, C 20 H 22 C 1 N 3 0 2 ) 

mmm 2-32] 

l©MtffioT^Lfc 0 ESI/MSf-^, IRS, *U:tt|JI*fc*2fc*fc 

« 2 



3»j 






ESI /MS m/e 


folk (mg) 


(%) 


2 


9 


C*:i Hz4 CI Ni 02 


386 


16.4 


85 


3 




C±y Hzl Cl N4 02 


373 


18.7 


100 


| 4 


I 4 


C21 H21 Cl F3 N3 02 


440 


S7 9 


oy 


1 5 


82 


C22 H23 Cl F3 N3 02 


454 


5.6 


11 


S 6 


85 


C21 H24 Cl N3 02 


386 


22.6 


59 


7 


86 


C21 H23 Cl N4 04 


431 


21.2 


98 


8 


214 


C22 H25 Cl N2 02 


385 


23.9 


62 


9 


215 


C23 H27 Cl N2 03 


415 


17.4 


84 


10 


216 


C20 H23 Cl N2 02 S 


391 


21.6 


mm® 


11 ! 


217 


C23 H27 Cl N2 04 


431 


15.3 


66 


12 


218 


C23 H27 Cl N2 02 


399 


12.8 


64 


13 


219 


C22 H24 Cl F N2 03 


419 


18.1 


86 


14 


220 


C22 H25 Cl N2 02 


385 


16.4 


85 


15 


221 


C21 H23 Cl N2 02 


371 


14.9 


80 


16 


222 


C21 H22 C12 N2 02 


405 


13.3 


65 


17 


223 


C25 H31 Cl N2 03 


443 


18.4* 


63 


18 


224 


C20 H23 Cl N2 03 S 


407 


11.2 


28 


19 


225 


C22 H26 Cl N3 02 


400 


22.7 




20 


226 


C23 H28 Cl N3 03 


430 


21.0 


98 


i 21 


227 


C22 H25 C12 N3 02 


434 


21.9 


100 


22 


228 


C23 H28 Cl N3 03 


430 


20.8 


97 


23 


229 


C25 H32 Cl N3 02 


4 62 


25.4 




24 


230 


C26 H31 Cl F N3 02 


472 


26.0 
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25 


231 


C24 H28 CI N3 03 


442 


30.3* 




26 


232 


C22 H32 CI N3 02 


406 


3.9 


19 


27 


233 


C23 H28 CI N3 02 


414 


8 . 5 


41 


28 


234 


C22 H27 CI N4 02 


415 


7.3 


35 | 


29 


235 


C24 H29 C12 N3 02 


462 


9.0 


39 


30 


236 


C25 H29 CI N4 03 S 


501 


17.4 


69 


31 


237 


C21 H24 CI N3 03 


402 


14.2 


71 


32 


238 


C21 H23 C12 N3 03 


436 


23.4 





(R) -3- [ [N-ter t -7 tfy*s>V\ 
75 7-1- (4-^PD^y-» b°n V i/XD&f&. 
5 (R) -3-757-1- t°o <J i» • Zlig^ (4. 

5 4 g, 16. Ommo 1) , 2M Na OHM (8 OmL) „ HXtmWt^f- 
JV (8 OmL) (Dm&fak&WU ftmm&ttML, (80mL 

x2) T*fflttiufc 0 *mm**trtxm*mmr)-hV9±'zwik. mm. mm-tz 

r b\Z£. «K jgffllW (R) -3-75 7-1- (4-?od/<^;1/) t'n y v?^ 

10 (3. 3 5g, 9 9%) 

(R) -3-757-1- (4-* nn^^SMO k°ny-^> (3. 35g, 1 
6mraol) ®^nn7^y (80mL) I- V ^f~)VT 5 S ( 2 . 5m 

L, 17. 6mmol) , N- t e r t -7 Y ^-i/ll )Vi£— )V>f ]) >y ( 2 . 7 9 
16. Ommol) , EDCI (3. 0 7 g , 16. Ommol), joil^H 

15 OBt (12. 16g, 1 6mmo 1 ) ZMz.tz 0 Kfcm&m* 2 5°CT'l 6 B#Pb1 
«#Ut«L 2M NaOH^jS (8 OmL) &MZ.tz 0 Jpr«lS:^«U 7KJ1& 
^DD^y-etttliLfc (10 0mLX3) o WttWBSr^fe*T7k (10 OmL 
X2) (10 OmL) -casfrU «S*fil»^ h U !>A-e«:*, tliB. ttffi 

Lfc 0 *7i^D^h^77^- (Si0 2 , W--c^yW) {Cit), BffyftZ (R 

20 ) - 3- [N- ( t e r t -7 V* ? D *>vU] 7 5 7 - 1 - (4- 

?oo/<y^) fnyv?y (5. 4 0g, 9 2%) 

[$30y 3 ] (R) -1- (4-^pp^) -3- (^jJ->/P75 7) fc° 
(R) -3- [N — (ter t - 7h ^v^A^r^u) ^Ji/;H 757-1- 
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fpy-^y (5. 39g. 14. 7mmol) C^/- 
^ (6 0mL) ®WUZ, 4M HC 1 (3 8mL) i£fg£AD;t/c 0 Z.CO 

«S*iilT*2Wlfc 0 £J&*Il^£$ift§U 2M NaOHgt (8 0m 
L) £iPx.fc 0 fg^ilr^^DD^^y (80mLX3) T-fiHttj U tttb^^t? 
5 -fr-C«S7K6it^ b y !>AfKi, |g^Lfc 0 *7A^nvF^77^- (S i 0 2 , 
M^^/^i^y-/U/h!J^^T5^=9 0 : 5 : 5) tit), (R) -3 
- vvWT 5/) -1- (4-^00^^) fc'nilv^ (3. 3 7 4 gs 

8 6%) £?#fc, 'H NMR (CDC 1 3 , 2 7 0MHz) 5 1.77 (dd, J = 1. 3 
*5,fctf6.9 Hz, 1 H), 2.20-3.39 (m, 2 H), 2.53 (dd, J = 3. 343 £ 09. 6 Hz, 1 H) 
10 , 2.62 (dd, J - 6. 6*5 ±0*9. 6 Hz, 1 H), 2.78-2.87 (m, 1 H), 3.31 (s, 2 H), 3 
• 57(s, 2H), 4.38-4.53 (br, 1 H), 7.18-7.32 (in, 4 H), 7.39(br, s, 1 H) 
^(DfaOZ-Tis/VT % /- 1 - (4-^DDKyi/;i,) t °D |) i^^mh, Ztl 

m^1-5^4fci0S^iJ^fflV^##^2fei03^&{C^oT^$^ 
tz a 

15 (S) -1- (4-^nn^>v?;i^) -3- (^!)->^7^;) tf D \) i/is : 3 

. 4 5 g , 7 9 % ( 2 TM) . 

(R) -3- {$-Ty=-?VT % /) -1- t'oy-^y 
: 3. 7 9 g, 8 5% (21® „ 

(S) -3- (0-77^75/) -1- (4 -;*> □ n^v^/V) fn •! ^ 
20 : 3 . 7 2 g , 8 6 % ( 2 lig) „ 

(R) -3 - [ (S) -T7-/VT%/) -1- t° n JJ 

V : 3 6 8 ra g , 6 5 % (2 Ig) „ 
(R) -3 - [ (R) -Ty=-jVT% /) -1- fn y 

^:4 2 5mg, 7 5% (211) „ 
25 (R) -3 - [ (2S) -2-T^ y-3-x^^;U7'n^V^yu] 7;/-l 

- fn-)v>y : 5 6 6ing, 7 8% (2Ig) 0 
(R) -3- [ (2R) -2-7^-3-fx^7'n/V^;U] 

- t*n ])i?y.5. 85mg, 8 1% {2TM) a 

(R) -3- (2 -T5 / - 2 - ^T-^y-u/*; 4 ,u) r%/-l- (4-? a 
30 n-O^/p) tfa y v*> : 4 0 4mg, 6 6% (2Ig). c 

(R) -3 - [ (2S) -2-T5/-4- U^l^/u^/p) t/^/^u] 
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T5/-1- t fl ny^y : 5 3 5 m g , 72% (216) 

o 

ZbiZs (R) -3- (^y>>^7$/) -1- (4-/?vW<^v7U) 
v>>\ (R) -1- {A-zfu^sOV/v) -3- (^yv'yUT^y) t'DD-^y 
5 N (R) -1- (2, A-*J*5-fl^-y*JAr) -3- (^U^UT$y) tTo y 
>\ *5J;t>* (R) -l- (3, 5-v/>f/K y^-y-y-A--^ 9^) 
-3- (;/y vvursy) fn y yy t v *ft€fr#£*5iK**#J:iJ^*!l*:/l 

^T##0*J1, 2, fcJ:i>'3O*-f£lrtieoT-a-fi)c^tlfc 0 

(R) -3- -1- U-y^vWO'vM') fn y yy : 4 

10 . 65g, l|Xf62% (3- [ (ter t-7b*->*;l'^) 7?/] fny 

(R) -1- (4-^0^^^) -3- (^i)^U7*5y) t'D^yy: 2 
. 55g, IK^6 8% ( (R) -3-T5/--1- (4-/D^>i?yl/) fn ]) 
•yy^b^W) ; 'H NMR (CDC 1 3> 2 7 0MHz) 6 1.37-1.78 (m, 
15 3 H), 2.23-2.39 (m, 2 H), 2.50-2.67 (m, 2 H), 2.80-2.89 (m, 1 H), 3.32 (s, 
2 H), 3.58 (s, 2 H), 4.39-4.55 (m, 1 H), 7.21 (d, J = 6. 5 Hz, 2 H), 7.45 ( 
d, J = 6. 5 Hz, 2 H) 

(R) -1- (2, 4-v?y fvi^VvvU) -3- (?*!J vvUT 5 y - ) tTn y ^ 
y : 1 . 5 6 g , 5 8 % ( 3 - [ ( t e r t h#->*ynj?=iyu) 75/] 
20 t°o y ^Vfr&QlR*) ; 1 H NMR (CDC 1 3 , 2 7 0MHz) 6 1.55-1. 
78 (m, 3 H), 2.30 (s, 3 H), 2.23-2.31 (m, 2 H), 2.33 (s, 3 H), 2.51-2.63 (m 
, 2 H), 2.78-2.87 (m, 1 H), 3. 30 (s, 2 H), 3.55 (s, 2 H), 4.38-4.60 (m, 1 H) 
, 6.95 (d, J = 7.6 Hz, 1 H), 6.97(s, 1 H), 7.13 (d, J = 7.6 Hz, I H), 7.43 
(br-s, 1 H) 

25 (R) -1- (3, 5-^y l-ivj y&VV—As-A-' f/M =f-/V) - 3- 
y i/A*T% y) t'a y *J> : 3. 1 4 g, lfc^4 5% (3- [ ( t e r t -Zf 
i/Jj ;Ut$=.jv) 75/] fo y i/-yfrh<Oi&m . 

[HJStf'J 3 3 ] (S) -3- [N— [3, ( hU 7/U*-p >fvU) 

yV/i/) £jj >2U] 7 g y - 1 - u - y p p^o-v^) t°p y £^ (jfrj^llil 

30 5) <D&fo 

3, (M)7^n>-7/l/) Ky/^;^ D y K (0. 0 6 0mmol 
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) (O^Dn*yVAgi (0. 4mL) (S) -1- (4 - ? a u^l/i/jU) - 

3 - V *S>VT %J) fc> o ]} i?y ( 0 . 0 5 0 mm o 1 ) thy xf/U7 ^ V ( 
0. 0 7 0mmol) O^ddMA (1. OmL) mm^M^.tc 0 ^<Dfcfom& 

mzm&x'2. 5tmmwL£i^ (r^y^fvu) ^v^^-uymm a. 04 

5 mmol/g, 50mg, 50mmol) SrADx, ^£4^£MT^ 2l^jf# L 

fc„ Rfou&mz^T&L, ffimzi>?uo*?> (o. 5mD ^gfe^Lfc, mm 

km&b*&ir>i£ s z??uat?y (4mL) £Jinx., ^II:2M NhOHtK^ 
$ (0. 5mL) (CT^LT^-rSrirlCi^, (S) -3- [N — [3, 5 

10 -s^^U) (^#l#-§-5) (14. 4m gl 5 7%) 0 ««« 

RPLC/MSt'tfefc (9 7%) 0 ESI/MS m/e 5 08. 0 (M + + H 
, C 22 H 20 C 1 F 6 N 3 0 2 ) 
C^Jg^il 3 4-2 3 9] 

15 3 3©^»-^oT-a-fi5ctfc 0 ESI/MSf^, ijXft. *5 JfUW^g 3 tc£ 

S 3 









ESI/MS m/e 


&4 (mg) 




34 


5 


C22H 2 oClF 6 N 3 02 


508.0 


14.4 


57 


35 


6 


C 2 iH2iClF 3 N30 2 


440.0 


17.0 


77 


36 


7 


C 20 H 21 BrClN 3 O 2 


450.0 


17.7 


79 


37 


8 


C 20 H 21 ClFN 3 O 2 


390.0 


12.7 


65 


38 


9 


C 20 H 2 oCl3N 3 0 2 


440.0 


39.0 




39 


10 


C 21 H 24 C1N 3 0 3 


402.5 


23.5 




40 


11 


C 22 H 26 C1N 3 0« 


432.5 


22.4 




41 


12 


C 22 H 26 C1N 3 0 4 


432.5 


15.9 


74 


42 


13 


C 21 H 21 C1F 3 N 3 0 2 


440.0 


13.1 


60 


43 


14 


C 2 iH 2 4 ClN 3 0 2 


386. 0 


16.4 j 


85 


44 


15 


C 2 oH 2 iCl 2 N 3 0 2 ; 


406.0 


15.7 


77 


45 


16 


C 21 H 24 C1N 3 0 2 


402. 0 


28.2 




46 


17 


C 2 oH 2 qC1 3 N 3 0 2 


442.0 


35.6 




47 


18 


C 21 H 21 ClN 4 0 2 


397.5 


22.8 
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48 


19 


C21H22CIN3O4 


416.0 


16. 3 


78 


49 


20 


C21H20CIF4N3O2 


458.0 


24. 9 




50 


21 


C 21 H 20 ClF 4 N 3 O 2 


458.0 


17.9 


78 


51 


22 


C 2 iH 20 ClF 4 N 3 O 2 


458.0 


9.4 


41 j 


52 


23 


C 21 H 20 ClF 4 N 3 O 2 


458.0 


15.4 


67 [ 


53 


24 


C 21 H 2i ClF 3 N 3 0 3 


456.0 


20.7 


91 


54 


25 


C 21 H 20 ClF 4 N 3 O 2 


458.0 


18.5 


81 


55 


26 


C 20 H 21 ClN 4 O 4 


417.0 


21.9 




56 


27 


C 20 H 21 ClN 4 O 4 


417.0 


16. 8 


81 


57 


28 


C 20 H 2 iClN 4 O 4 


417.0 


6.8 


33 ; 


58 


29 


C 22 H 20 ClF 6 N 3 O 2 


508.0 


20.8 


82 


59 


30 


C2iH 21 ClF 3 N 3 0 2 


.440.0 


15.2 


69 


60 


31 


C 20 H 21 BrClN 3 O 2 


450.0 


15.6 


69 


61 


32 


C 2 oH2iClFN 3 0 2 


390.0 


11.8 


61 


62 ; 


33 


C 2 oH 2 oCl 3 N 3 0 2 


440.0 


15.8 


72 


63 


34 


C 21 H 24 C1N 3 0 3 


402.5 


33.8 




64 


35 


C 22 H 26 C1N 3 0 4 


432.5 


56.1 




65 


36 


C 22 H 26 C1N 3 0 4 


432.5 


37.6 


saw 


66 


37 


C 21 H 21 C1F 3 N 3 0 2 


440.0 


12.6 


57 


67 


38 


C 21 H 24 C1N 3 0 2 


386.0 


12.3 


64 


68 


39 


C 20 H 21 C1 2 N 3 0 2 


406.0 


15.9 


78 


69 


40 


C 2 iH 24 ClN 3 0 2 


402.0 


11.6 


58 


70 


41 


C 20 H 20 C1 3 N 3 0 2 


442.0 


17.8 


81 


71 


42 


C 21 H 21 C1N 4 0 2 


397.5 


22.4 




72 


43 


C 21 H 22 C1N 3 0 4 


416.0 


30. 1 




73 


44 


C 21 H 20 ClF 4 N 3 O 2 


458.0 


13.4 


59 ) 


74 


45 


C 21 H 20 ClF 4 N 3 O 2 


458.0 


13.2 


58 


75 


46 


C 2 iH 2 oCl F 4 N 3 0 2 


458.0 


14.4 


63 


76 


47 


C 21 H 21 C1F 3 N 3 0 3 


456.0 


16.4 


72 


77 


48 


C 21 H 20 ClF 4 N 3 O 2 


458 


16.5 


72 


78 


49 


C 20 H 21 ClN 4 O 4 


417.0 


12.5 


60 


79 


so 


C 21 H 20 ClF 4 N 3 O 2 


458.0 


26.3 


saw 


80 


51 


C 20 H 21 BrClN 3 O 2 


450.0 


8.6 


38 


81 


52 


C 20 H 21 ClFN 3 O 2 


390.5 


4.1 


21 


| 82 


53 


C 2 oH 2 iCl 2 N 3 0 2 


406.0 


5.4 


27 


83 


54 


C 2 oH 20 Cl 3 N 3 0 2 


440.0 


s.s ; 


40 


84 


55 


C 20 H 20 BrCl 4 N 3 O 2 


440.0 


7.7 


35 


85 


56 


C 2 iH 24 ClN 3 0 2 


386.0 


4.8 


25 


86 


57 


C 22 H 26 C1N 3 0 4 


429.5 


4.9 


23 
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O 1 


58 


C 2 oH 21 Cl 2 N 3 0 2 


406.0 


4.1 


20 


0 o 


oy 


C 20 H 21 BrClN 3 O 2 


452.0 


3.5 


16 


a q 


oU 


C 2 6H 2 6ClN 3 0 2 


448.5 


7.3 


33 


§ on 

y u 


ol 


C 2 iH 21 ClF 3 N 3 0 2 


440.0 


7.1 


32 


y i 


c. o 


C2iH 24 ClN 3 0 2 


386.0 


10.4 


54 j 




63 


C 2 2H2gC1N 3 02 


400.5 


6.0 


30 




64 


C 2 iH 21 C1N 4 0 2 


397.0 


7.0 


35 


94 


65 


C24H 2 4C1N 3 0 2 


422.0 


7.7 


36 




66 


C 2 4H 2 4C1N 3 0 2 


422.0 


6.3 


30 


96 


67 


C2oH 2 oClF 2 N 3 0 2 


408.0 


4.7 


23 


97 


68 


C 20 H 20 ClF 2 N 3 O 2 


408.0 


7.8 


38 


98 


69 


C 2 qH 2 oC1 F2N 3 0 2 


408.0 


7.3 


36 


99 


70 


C20H20CI F2N 3 0 2 


408.0 


9.1 


45 


100 


71 


C 22 H 2 6ClN 3 0 4 


429.0 


5.6 


26 


101 


72 


C 21 H 21 C1F 3 N 3 0 2 


456.0 


6.2 


27 


102 


73 


C 21 H 21 C1F 3 N 3 0 2 


456.5 


16.8 


74 


103 


74 


C 22 H 24 C1N 3 0 4 


430.0 


16.4 


76 


104 


75 


C 2l H 20 ClF 4 N 3 O 2 


458.0 


16.1 


70 


105 


76 


C 21 H 20 ClF 4 N 3 O 2 


458.0 


17.0 


74 j 


106 


77 


C 20 H 19 ClF 3 N 3 O 2 


426.0 


16.2 


76 


107 


78 


C 20 H 19 ClF 3 N 3 O 2 


426.0 


18.0 


85 


108 


79 


C 22 H 20 ClF 6 N 3 O 2 


508.0 


18.8 


74 


109 


80 


C 22 H 20 ClF 5 N 3 O 2 


508.0 


16.4 


65 


110 


81 


C 22 H 26 C1N 3 0 2 


400.0 


13.9 


70 


111 


83 


C 20 H 21 ClN 4 O 4 


417.0 


16.0 


77 


112 


84 


C 2 oH 2 iClN 4 0 4 


417.0 


21.6 




113 


87 


C 23 H 22 C1F 6 N 3 0 2 


522.0 


17.5 


67 


114 


88 


C 22 H 23 C1F 3 N 3 0 2 


454.0 


13.9 


61 


115 


89 


C 21 H 23 BrClN 3 0 2 


466.0 


15.4 


66 


j 116 


90 


C 21 H 23 C1FN 3 0 2 


404.0 


10.7 


53 ( 


117 


91 


C 2 iH 22 Cl 3 N 3 0 2 


456.0 


13.7 


60 


118 


92 


C 22 H 2 6C1N 3 0 3 


416.0 


38.4 




119 


93 


C 23 H 28 C1N 3 0 4 


446.0 


25.2 


Jtfttt j 


120 


94 


^23 n 28^-»- N 3^-'4 


446.0 


16.5 


74 


121 


15 


^22H2 3 C1 F 3 N 3 0 2 


454.0 


16.3 


72 


122 


96 


-22H 2 gClN 3 0 2 


400.5 


16.7 


84 


123 


97 ( 


-2iH2 3 Cl 2 N 3 0 2 


420.0 


11.2 


53 


124 


98 ( 


: 2 2H 25 C1N 3 0 2 


416.5 


11.8 


57 


125 


99 ( 


: 2 iH 2 2Cl 3 N 3 0 2 


454.0 


14. 8 


65 ! 
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126 


100 


C 22 H 23 ClN 4 0 2 


411.0 


9.5 


1 46 


127 


101 


C 22 H 24 C1N 3 0 4 


430.5 


13,2 


61 


128 


102 


C 2 2H2 2 C1F 4 N 3 02 


472 . 0 


13. 1 


56 


129 


103 


C 22 H 2 2C1F 4 N 3 0 2 


472.0 


36.5 




130 


104 


C 22 H 22 C1F 4 N 3 0 2 


; 472.0 


22.8 


97 


131 


105 


C 22 H 22 C1F 4 N 3 0 2 


472.0 


20.1 


85 


132 


106 


C 22 H 23 C1F 3 N 3 0 3 


470.0 


27.4 


mm 


! 133 


107 


C 22 H 22 C1F 4 N 3 0 2 


472.0 


18.5 


78 


134 


108 


C 21 H 23 C1N 4 0 4 


431.0 


11.9 


55 | 


135 


109 


C 21 H 23 C1N 4 0 4 


431.0 


23.9 




136 


110 


C 21 H 23 C1N 4 0 4 


431.0 


24.4 




137 


111 


C 23 H 22 C1F 6 N 3 0 2 


522.0 


9.5 


36 


138 


112 


C 2 2H 23 C1F 3 N 3 0 2 


454.0 


3.9 


17 


; 139 i 


113 


C 21 H 23 BrClN 3 0 2 


466.0 


7.5 


32 


140 


114 


C 21 H 23 C1FN 3 0 2 


404.0 


6.1 


30 


141 


115 


C 2 iH 22 Cl 3 N 3 0 2 


456.0 


6.6 


29 


142 


116 


C 22 H 26 C1N 3 0 3 


416.0 


4.8 


23 


143 


117 


C 23 H 28 C1N 3 0 4 


446.0 


6.4 


29 


144 


118 


C 23 H 28 C1N 3 0 4 


446.0 


24.6 




145 


119 


C 22 H 23 C1F 3 N 3 0 2 


454.0 


5.2 


23 


146 


120 


C 22 H 26 C1N 3 0 2 


400.5 


4.4 


22 


147 


121 


C 2 iH 23 Cl 2 N 3 0 2 


420.0 


7.8 


37 


148 


122 


C 22 H 26 C1N 3 0 2 


416.5 


14. 1 


68 


149 


! 123 


C 21 H 22 C1 3 N 3 0 2 


454.0 


5.4 


24 


150 


! 124 


C 22 H 23 C1N 4 0 2 


411.0 


34.0 




151 


125 


C 22 H 24 C1N 3 0 4 


430.5 


32.0 




152 


126 


C 22 H 22 C1F 4 N 3 0 2 


472.0 


4.6 


19 


153 


127 


C 22 H 22 C1F 4 N 3 0 2 


472.0 


10.4 


44 


154 


128 


C 22 H 22 C1F 4 N 3 0 2 


472.0 


7.3 


31 


155 i 


129 


C 22 H 22 C1F 4 N 3 0 2 


472.0 


13.5 


57 


156 


130 


C 22 H 23 C1F 3 N 3 0 3 


470.0 


15.1 


64 


157 


131 . 


C 22 H 22 C1F 4 N 3 0 2 


472.0 


8.6 


36 


158 


132 


C 21 H 23 C1N 4 0 4 


431.0 


4.4 


20 


159 


133 


C 21 H 23 C1N 4 0 4 


431.0 


32.0 




160 i 


134 


C 21 H 23 C1N 4 0 4 


431.0 


6.9 


32 


161 


135 


C 21 H 23 BrClN 3 0 2 


466.0 


7.8 


34 


162 


136 


C 21 H 23 C1FN 3 0 2 


404.0 


13.7 


68 


163 


137 


C 2 iH 23 Cl 2 N 3 0 2 


420.5 


14 .6 


69 


164 i 


138 


C 2 iH 22 Cl 3 N 3 0 2 


454.0 


17.7 


78 
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1 on 


C 2 iH 22 BrCl 4 N 3 0 2 


454 .0 


17.2 


76 


166 


i ^ n 

J- f* V 


f" tl put A 

^22"26^1 N 302 


400. 0 


15.0 


75 


1 fi7 

J. D / 


1 A 1 
J. 4 1 




443. 5 


13.9 


62 


J.DO 


14Z 


L21M23CI2N3O2 


420.0 


13.7 


65 


1 fiQ 


1 4 "3 


C2iH 23 BrClN 3 0 2 


4 64.0 


16.1 


69 


X / U 


1 >l /I 
144 


C 2 ?H 28 C1N 3 0 2 


462.0 


17.6 


76 


1 f 1 


14D 


C22H23C1F3N302 


454.0 


16.0 


71 


J. /Z 


14 b 


C22H26CIN3O2 


400.0 


14.9 


75 


1 "7*3 

1 /o 


i IT 

147 


C 23 H 28 C1N 3 0 2 


414.0 


16.2 


78 


1 /4 


148 


C22H23CIN4O2 


411.0 


14.9 


73 


1 /,} 


149 


C25H26CIN3O2 


436.0 


17.1 


78 


1 (o 


150 


C25H26CIN3O2 


436.0 


13.1 


60 


Lit 


151 


C21H22CIF2N3O2 


422.0 


14.8 


70 


i no 

1 /o 


152 


C 21 H22C1F2N 3 0 2 


422.0 


15.3 


73 


179 


153 


C 21 H 22 C1F 2 N 3 0 2 


422.0 


15.3 


73 


180 


j 154 


C 21 H22C1F 2 N 3 0 2 


422.0 


16.4 


78 


181 


155 


C 23 H 2 8C1N 3 0 4 


443.0 


16.9 


76 


182 


156 


C 22 H 23 C1F 3 N 3 0 2 


470.5 


12.6 


54 


183 


157 


C 22 H 23 C1F 3 N 3 0 2 


470.0 


20.0 


85 


184 


158 


C 23 H 26 C1N 3 0 4 


444.0 


17.4 


78 


185 


159 


C 22 H22C1F 4 N 3 02 


472.0 


18.4 


78 


186 


160 


C 22 H 22 C1F 4 N 3 0 2 


* 472.0 


19.6 


83 


187 [ 


161 


C 21 H 2 iClF 3 N 3 0 2 


440.0 


17.0 


77 


188 


162 


C 21 H 21 C1F 3 N 3 0 2 


440.0 


17.1 


78 I 


189 


163 


C 23 H 22 C1F 6 N 3 0 2 


522.0 


20.8 


80 


i tin 
190 


164 


C 23 H 22 C1F 6 N 3 0 2 


522.0 


2.7 


10 


191 


165 


C 23 H 28 C1N 3 0 2 


414.0 


16.4 


79 




166 


C 22 H 23 C1F 3 N 3 0 2 


454.0 


8.6 


38 


1 QO 


167 


C 21 H 23 BrClN 3 0 2 | 


464.0 


11.6 


50 


i 


168 


C 21 H 23 C1 2 N 3 02 j 


420.0 


11.5 


55 


iyo 


169 


C 2 iH 22 Cl 3 N 3 0 2 


454.0 


10.0 


44 


19d 


170 


C 22 H 22 C1F 4 N 3 0 2 


472.0 


10.4 


44 


197 


171 


C 2 iH 23 Cl 2 N 3 0 2 


420.0 


8.9 


42 




172 


z 1 1 * 2 4 ^ 1 * 3 ^2 


jOD.U 


10.3 


53 


199 


173 


C 21 H 23 C1N 4 0 4 


431.0 


14.6 


68 


200 


174 


-2 2 H 23 C1F 3 N 3 0 2 


454.0 


10.4 


46 


201 


175 ( 


: 21 H 23 BrClN 3 0 2 


464.0 


13.4 


58 


202 


176 ( 


3 2 iH 23 Cl 2 N 3 0 2 


420.0 


12.7 


60 


203 


177 ( 


: 2 iH 22 ci 3 n 3 o 2 


454.0 


13.2 


58 
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204 


178 


C 22 H 22 C1F 4 N 3 0 2 


472.0 


12.9 


55 


205 


179 


C 21 H 23 C1 2 N 3 0 2 


420.0 


13.3 


63 


206 


180 


C 21 H 24 C1N 3 0 2 


386.0 


24.2 


saw 


| 207 


181 


C 21 H 23 C1N 4 0 4 


431.0 


1.0 


1 


208 


182 


C 23 H 25 C1F 3 N 3 0 2 


468.0 


15.1 


65 


209 


183 


C 22 H 25 BrClN 3 0 2 


478.0 


18.0 


75 ' 


210 


184 


C 22 H 25 C1 2 N 3 0 2 


434 .0 


16.3 


75 


211 


185 


C 22 H 24 C1 3 N 3 0 2 


468.0 


18.6 


79 


212 


186 


C 23 H 24 ClF 4 N 3 0 2 


486.0 


16.5 


68 


213 


187 


C 22 H 2 5C1 2 N 3 0 2 


434.0 


14.4 


66 


214 


188 


C 22 H 26 C1N 3 0 2 


400.0 


14.0 


70 


215 


189 


C 22 H 25 C1N 4 0 4 


445.0 


16.8 


76 


216 


190 


C 26 H 25 C1F 3 N 3 0 2 S 


536.0 


17.7 


66 


217 


,191 


C 25 H 25 BrClN 3 0 2 S 


546.0 


20.4 


! 75 


218 


192 ■ 


C 2 5H 2 5C1 2 N 3 0 2 S 


502.0 


16.9 


I 67 


219 


193 


C 25 H 24 C1 3 N 3 0 2 S 


536.0 


18.3 


68 


220 


194 


C 26 H 24 C1F 4 N 3 0 2 S 


554.0 


19.4 


70 


221 


195 


C 25 H 25 C1 2 N 3 0 2 S 


502.0 


19.1 


76 | 


222 


196 


C 25 H 26 C1N 3 0 2 S 


468.0 


16.0 


68 j 


223 


197 


C 25 H 25 C1N 4 0 4 S 


513.0 


18.4 


72 


224 


198 


C 26 H 25 C1F 3 N 3 0 2 S 


536.0 


13.9 


52 


225 


.199 


C 25 H 25 BrClN 3 0 2 S 


546.0 


12.9 


47 


226 


200 


C 25 H 25 C1 2 N 3 0 2 S 


502.0 


15.6 


62 ! 


227 


201 


C 2 5H2 4 C1 3 N 3 0 2 S 


536.0 


17.3 


64 


228 


202 


C 26 H 24 C1F 4 N 3 0 2 S 


554.0 


15.4 


56 


229 


203 


C 25 H 25 C1 2 N 3 0 2 S 


502.0 


13.5 


54 


230 


204 


C 25 H 26 C1N 3 0 2 S 


468.0 


13.7 


59 


231 


205 


C 25 H 25 C1N 4 0 4 S 


513.0 


13.9 


54 


232 


206 


C 24 H 27 C1F 3 N 3 0 4 S 


546.0 


10.0 


37 


233 


207 


C 23 H 27 BrClN 3 0 4 S 


558.0 


17.1 


61 


234 


208 


C 23 H 27 C1 2 N 3 0 4 S 


512. 0 


17.0 


66 


235 


209 


C 23 H 26 C1 3 N 3 0 4 S 


546.0 


7.3 


27 


236 


210 


C 24 H 26 ClF 4 N 3 0 4 S 


564.0 


19.2 


68 


237 


211 


C 23 H 2 7C1 2 N 3 0 4 S 


512.0 


7.9 


31 


238 


212 


C 23 H 28 C1N 3 0 4 S 


478.0 


13.7 


57 


239 


213 


C 23 H 27 C1N 4 0 4 S 


523.0 


5.5 


21 
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10 



15 



20 



[£Jfe«l2 4 0] (R) -3- fN- [3-7^o-5- (Hl7/^D>f 
^>y^/U] ^y^l r;/-!- (3> 5-^^4-y^/-/W-4 
->f/M?yW) gpy^V (jbj^gga 19 1) £>£-gfc 

3 -7/U^-d-5- ( h y y;M-ny gyv) s<y/jA,J? D i)K(0. 058m 
mo 1) ©-^DP^y^ (lmL) (R) -1- (3, 5 _^^ u ^ 

y^-^y'-yu- 4-^/1.^^) -3- (^U^T^y) t°a])iy^ (0. 0 
5 Ommo 1 ) jSZUt'^V ^y y^/^y^^i/> (5 8mg) ©^D*M 
(0. 2mL) ^^PP^y (0. 7 5mL) <D^}^Pxfc 0 K^fe^ 

^a-? 2 mmw Ltz^ ;->\- ( 1 . 0 m D zm^ mux- 1 o r^i mw 

Ltz 0 fcfom&Mt. Var ian™SCX*7A|;^U /-^y-/U (16m 
L) fCT^Lfc,. 4$#l£2]VI NH 3 £>y*y — )V (6mL) ^T'^ttS L, S 

*®-f£r t^£iQ^ (r) -3- [n- [3-y/^n-5- (hyyyv^-ny^- 
/u) ^y^u] ^^y;v] 7?;-i- (3, s-^y^wfy^^y^- 

fD^^y (^f5#^-119l) (19. 5mg, 8 8%) £ 
#fc 0 tt&fi x RPLC/MSt?*ftfc '(100%) 0 ESI/MS m/ e 4 
4 3. 2 (M + + H, C 20 H 22 F 4 N 4 O 3 ) 
[HJ(60i|2 4 1 - 2 6 5] 

4 00^oTMLfc 0 ESI/MSf-^ HXft, *3 <fctfHX3S£g 4 |Cj 

S 4 









ESI /MS m/e 


ARfl (mg) 


<%) 


241 


1192 


C20 H22 F4 N4 03 


443.2 


19.2 


87 


242 


1193 


C20 H23 F3 N4 04 


441.0 


17.5 


79 


243 


! 1194 


C21 H22 F6 N4 03 


493.0 


20.4 


83 


244 


1195 


C19 H23 Br N4 03 


435.1 


16.8 


77 


245 


1196 


C19 H23 N5 05 


402.2 


16.2 


81 


246 


1197 


C20 H22 F4 N4 03 


443.2 


17.6 


80 


247 j 


1198 


C19 H23 CI N4 03 


391.0 


16.5 


84 


248 


1199 


C20 H26 N4 03 


371.0 


16.1 


87 


249 


1200 |C19 H22 C12 N4 03 


425.0 


18.0 


85 
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250 


1201 


C19 H22 F2 N4 03 


393.0 


16.6 


85 


251 


1202 


C20 H22 F4 N4 03 


443.2 


16.8 


76 


252 


1203 


C22 H24 F3 N3 03 


436.2 


17.1 


79 


253 


1204 


C23 H23 F6 N3 02 


488.2 


18.1 


74 


254 


1205 


C21 H24 Br N3 02 


430.0 


17.5 


81 


255 


1206 


C21 H24 N4 04 


397.0 


16.2 


82 


256 


1207 


C22 H23 F4 N3 02 


438.2 


17.5 


80 


257 


1208 


C21 H24 CI N3 02 


386.0 


15.8 


82 


258 


1209 


C22 H27 N3 02 


366.0 


15.7 


86 


259 


1210 


C21 H23 C12 N3 02 


420.0 


17.8 


85 


260 


1211 


C21 H23 F2 N3 02 


388.0 


16.3 


84 


261 


1212 


C22 H23 F4 N3 02 


438.2 


17.4 


80 


262 


1213 


C24 H24 CI F6 N3 02 


536.2 


24.0 


90 { 


2 63 


1214 


C23 H24 CI F4 N3 03 


486.2 


22.2 


91 


264 


1215 


C22 H24 C13 N3 02 


467.9 


20.9 


89 


265 


1216 


C22 H24 CI F2 N3 02 


436.0 


19.3 


89 



• 2 6 6] (R) - l - -3 - [ [N- (4-v? 

5 (r) -l- -3- (y*y^r$y) fny-^y (1 

3. 8m g, 0. 0 5 2mmo 1 ) <D? auft/UA (2mL) h yxf;l^ 

7?y (0. 0 2 1 m L, 0. 1 5 mm o 1 ) . 4 - ^;UT 5 y ) 
(lOmg, 0. 061mmol) , EDCI (10. 2mg, 0. 0 5 3mmo 
1) :}o<£t>*HOB t (7. 5rag, 0. 055mmol) Z))\\Z.tl 0 (DJxf&M'ai 
10 fc&M-Cl 5B#ffl«#Lfc. »«t£2M NaOH^SS (2mLX2) ttS 
tK (2mL) KT&frU '^DD^y (3m L) &ffl^-CP T F ERTttiS L 
TfHSRLfc. Mm^Xy (R) -1- -3- [ [N- (4 

) (2 4. 9mg) „ RPLC/MST'*ftt (9 1%) , ESI 

15 /MS m/e 4 15. 0 (M + + H, C 2 2 H 2 7 C 1 N 4 O 2 ) 
IWfcm 2 6 7- 3 4 7] 

2 6 6<Djjm\CfeiX&f$.Ltz e &R-T?*>*Ltf, HffitttU (V a r i a n™ SCX 
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2 4 8 

#7*) Ittzteta-rhyyyj- (HPLC-C 18 ) KJ:»)«f*iU Bft%£# 

S 5 









ESI /MS m/e 


4X4 (mg) 


(%) 


267 


951 


C22 H24 CI N3 04 


430.0 


26.3 


AC saH j 


268 


953 


C23 H29 CI N4 02 


429.0 


28.8 




269 


954 


C21 H25 CI N4 02 


401.0 


27.9 


ACi&R J 


270 


955 


C22 H27 CI N4 02 


415.0 


26.8 


AC J 


271 


956 


C21 H24 CI N3 03 


402.0 


10.3 


51 


272 


957 


C20 H22 CI N3 03 


388.0 


1.4 


7 


273 


958 


C21 H24 CI N3 03 


402.5 


1.2 


6 


274 


959 


C22 H25 CI N4 03 


429.5 


4.7 


I 22 


275 


960 


C23 H27 CI N4 03 


443.0 


10.9 


49 


276 


961 


C21 H25 CI N4 02 


401,0 


28.4 


Ac JM »j 


277 


962 


C22 H27 CI N4 02 


415.0 


24.9 


AC SPJ 


278 


963 


C21 H24 CI N3 03 


402.0 


4.4 


22 


279 


964 


C22 H24 CI N3 04 


430.0 


29.5 


Ac Jan v 


280 


965 


C23 H26 CI N3 04 


444.0 


27.2 




281 


. ' 966 


C22 H24 CI N3 03 


414.0 


27.0 




282 


967 


C23 H26 CI N3 03 


428.0 


27.0 


AC SB J 


283 


968 


C22 H23 CI N4 02 


411.0 


21.4 


AC fF* H J 


284 


969 


C23 H25 CI N4 02 


425.0 


27.6 


AC J 


285 


970 


C22 H27 CI N4 02 


415.0 


28.6 


AC S.MJ 


286 


971 


C23 H29 Cl N4 02 


429.0 


27.9 


AC SP J 


287 


972 


C20 H23 Cl N4 02 


387. 0 


26.2 




288 


973 


C21 H25 Cl N4 02 


401.0 


26.8 




289 


974 


C20 H23 Cl N4 02 


387.0 


26.6 




290 


975 


C21 H25 Cl N4 02 


401.0 


28.2 


} 


291 


976 


C22 H23 Cl N4 02 


411.0 


29.2 




292 


977 


C23 H25 Cl N4 02 


425.0 


29.5 


£«w 


293 


978 


C20 H21 Cl N6 02 


413.0 


2.2 




294 


979 


C21 H23 Cl N6 02 


427.0 


10.2 


48 


295 


980 


C22 H25 Cl N4 03 


429.0 


28.8 




296 


981 


^23 H27 Cl N4 03 


443.0 


11.9 


54 ! 


297 


982 ( 


:22 H27 Cl N4 02 


415.0 


27.4 


saw 


298 


983 ( 


:23 H29 Cl N4 02 


429.5 


28.1 
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299 


984 


C21 H24 CI N3 03 


402.0 


27.7 




300 


985 


C22 H26 CI N3 03 


416.0 


28.6 




301 


1149 


C21 H28 N4 04 


401 


j 15.5* 


38 


302 


1150 


C21 H28 N4 03 


385 


10.9* 


28 


303 


1151 


C21 H25 F3 N4 03 


439 


17.3* 


39 


304 


1152 


C21 H24 F N5 03 


415 


j 12.7* 


30 


305 


1153 


C21 H24 CI N5 03 


430 


17.5* 


41 


306 


1154 


C22 H27 N5 03 


410 


j 20.6* 


50 


307 


1155 


C19 H23 F3 N4 04 


429 


13.8* 


32 : 


308 


1156 


C21 H30 N4 04 


403 


17.7* 


43 


309 


1157 


C18 H24 N4 03 S2 


409 


12.6* 


30 


310 


1158 


C19 H23 C12 N5 03 


440 


16.9* 


38 


311 


1159 


C22 H31 N5 06 


462 


38.6* 


85 


312 


1160 


C20 H26 Br N5 03 


464 


20.4 


45 


313 


1289 


C20 H27 N5 04 


403 


5.8* 


14 


314 


1290 


C21 H29 N5 03 


400 


6.9* 


17 


315 


1291 


C24 H28 N4 02 


405 


22.4 


68 


316 


1292 


C22 H27 Br N4 02 


461 


23.8 


15 


317 


1293 


C22 H23 F4 N3 02 


438 


20.9 


59 


318 


1294 


C22 H23 F4 N3 02 


438 


20.8 


59 


319 


1295 


C23 H31 N3 03 


398 


17.5 


54 


320 


1296 


C20 H25 N3 02 S2 


. 404 


18.8 


58 


321 


1297 


C21 H24 F3 N3 03 


424 


18.1 


53 


322 


1388 


C21 H32 N6 03 


417 


7.4* 


24 


323 


1389 


C19 H22 N6 04 


399 


15.2 


48 


324 


1401 


C23 H25 CI N4 02 


425 


8.3* 


16 


325 


1402 


C24 H32 N4 05 


457 


8.3* 


15 


326 


1403 


C20 H24 N4 02 


353 


14.8 


52 


327 


1404 


C20 H24 N4 02 


353 


17.0 


60 


328 


1405 


C21 H26 N4 02 S 


399 


17.3 


54 j 


329 


1407 


C22 H28 N4 02 S 


. 413 


19.1 


57 


330 


1410 


C19 H24 N4 03 


357 


9.7* 


59 


331 


1769 


C22 H26 CI F3 N4 05 


519 


11.6* 


20 


332 


1770 


C26 H28 C12 N6 04 


559 


13.1* 


21 


333 


1771 


C26 H37 N5 04 


484 


12.7* 


23 


334 


1772 


C28 H39 N5 04 


510. 


5.5* 


9 


335 


1773 


C28 H37 N5 04 


509 


6.2* 


11 


336 


1774 


C28 H34 N6 06 


551 


13.6* 


22 


337 


2039 


C19 H24 N4 02 


341 


5.2* 


14 
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OC\AC\ 
I £U1U 


t^z! HZ / No 04 


398 


2.0* 


5 


jo j 


9 04 1 


pOO UOQ MO AO 

tZo n^y No Oo 


396 


6.2* 


15 


O H VJ 


OC\AO 


poc iron MO /ao 

Ho / No 02 


413 


2.6* 


6 


o t J. 


c, Uft o 


pO/l uOI MO PvO 

Hoi No 02 


394 


6.8* 


17 


342 


2044 


C25 H28 N4 04 


449 


8 . 7* 


1 6 \ 

X. \J 


343 


2045 


C26 H29 CI N6 04 


525 


11.4* 


19 


344 


2046 


C27 H32 N6 04 


505 


7.7* 


13 


345 


2047 


C28 H32 N4 04 


489 


10.0* 


18 


346 


2048 


C28 H37 N5 05 


524 


3.7* 


6 


347 


2049 


C28 H37 N5 04 


509 


5.3* 


9 



* hi) 7^ng^^^<DiR$ 0 



IMM&l 3 4 8] (R) -1- -3- f fN- (2-T 

4) g>a-fifc 

(R) -1- -3- (^JJ vvWT$y) t°oy^> (0 

. 0 5 0mmo 1) <D? uafcsUA (2mL) 2-7? ;-5-^DDg 

ttl (0. 060mL) i^y^D tVu^yU/i?^ $ K (0. 06 0mmo 1 
) ZMtt 0 ~<Dfrfc&£y>>$:mUX~15VmMWLtz a Z(DM£mZ, Var i 

an™ SCX*7Af;MU (l5mL) t^tfc. ±f$%>£ y 2 

M NH 3 CD^^/-^ (5mL) &$£ffl^Ti£ffiU SifSiiCJ: 9 % (R 
) -1- (4-?nn^vvu) - 3 - [N- [2-7^-5-^DDKy^ 
/U) T^y] t°ny^^ (^^#^-1 0 8 4) (12. 7m g 

, 6 0%) . mmn. RPLC/MSt'*^ (8 7%) „ ES I/MS m/e 
4 2 1. 0 (M + + H, C 20 H 22 C 1 2 N 4 0 2 ) 

mmW3 4 9-3 6 1] 

3 4 8©#|fcfcf£o-CfcfifcLfc. gfi«7;y«lt^5i^Cll -fy->T 
M ^•/Hb*°!)^5 L L'> (5 0mg) ©^dd*;^ (lmL) ^?g^DxT^ 

ftTKJSS-fr, ttig, Sits riliiotCioTI Wlb?:#fc 0 esi/ms 
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m 6 









ESI/MS m/e 


A&fi (mg) 




1AQ 


i nftR 
1 u o o 






A T 
H • 1 


1 Q 


oc.n 
OjU 


lUoo 


C 2 on23ClN 4 02 


0 0 "7 n 


/ . y 


4 1 




1UO / 


C22n23CXN 4 02 


4 IX . U 


1 c n 
10 . U 


/o 




lUoo 


Ci8n2oClN 3 03 




1^ . y 


/l 


353 


1089 


C o o H o i C 1 FN 4 O o 


429.0 


16. 0 


75 


354 


1090 


C22H26CIN3O3 


416.0 


15.8 


76 


355 


1091 


C21H24CI2N4O2 


435.0 


10.9 


50 


356 


1092 


C 2 iH 24 ClN 5 04 


446.0 


7.9 


35 


357 


1093 


C 21 H25C1N 4 02 


401.0 


9.5 


47 


358 


1094 


C 23 H 25 C1N 4 0 2 


425.0 


15.8 


74 


359 


1095 


C 19 H 2 2C1N 3 03 


376.0 


13.5 


72 


360 


1096 


C 23 H 24 C1FN 4 0 2 


443.0 


11.8 


53 


361 


1097 


C 2 3H 2 8C1N 3 0 3 


430.0 


15.1 


70 j 



[SSJfeW 3 6 2] (R) -1- -3- [ [N— (3-;/ 

5 p^&-4 -;*^vW<^yV;V) ^y->yw] 7_§_y] ^QjJ^y (fc^-llff 1 09 
8) 

(R) -1- -3- ( ^ i> vvUT S / ) fn y i/y (0 

. 0 5 Oramo 1 ) u a tJ^A (1. 35mL) iter t-zf# /— iV (0 
. 15mL) ©ift^ 3-7"a^E--4 -^fvl^Mlfc (0. 0 6 0mL) , v? 
10 -f y7°n f/UtfA'tfv'-Y 5 K (0. OBOmmol) JJiVHOBt (0. 060 
mmol) £JjP;t/c 0 :©R)?M^lfitl 5HFWLfc„ Z(D^m^. 
Va r i an™ S C X* 7 ^t^ffi U ^ * / —JV/V n d = 1 : 1 (1 2 

mL) t^y-zU (12mL) -Ci5fc^Lfc 0 &.f$.0fa%, 2M NH 3 CD^^y-^ 
(5mL) ^SrfflV^T^ffiL, WffifS r. <b «t D , (R) -1- (4-?0 
15 P-Ovvt') - 3- [ [N — (3 -ya-t- 4 - *?-A^<>'/4 Jb) Wi/fr} 7 
5/] t°P U -^V 0 9 8) (1 1. 6rag, 5 0%) £#fc„ MS 

tt, RPLC/MS-e*»fc (9 4%) o ESI /MS m/e 4 6 6. 0 (M + 
+ H S C 21 H 23 B r C 1 N 3 O s ) 
[3W'J 3 6 3- 5 7 2] 
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2 5 2 

ESI/MSr-^, *JitJ«ft**r* 7 fc$ £ ftfc. 

TE©3fc**tt, ^ix-ett, 4 15, 14 16, 1 4 1 7 

ftA«*1419:7. 9mg t (K$3 8%, ESI/MS m/e 419 
. 0 (C 20 H 23 C 1 N 4 0 2 S) 

ft^»fl 4 2 0: 7. lmg, M3 6%, ES I /MS m/e 399 
. 2 (C 23 H 26 N 4 0 2 S) 

Ib^#tl42 1:7. 4m g> ©$3 7% ESI/MS m/e 404 
. 2 (C 19 H 28 N 5 0 3 S) 



m 7 









ESI /MS m/e 


4X* (mg) 




363 


1099 


C 2 oH 2 oBrClFN 3 0 2 


470,0 


3.1 


13 j 


364 


1100 


C 2 oH2oCl2FN 3 02 


424.0 


3.1 


15 


365 


1101 


C 21 H23C1IN 3 0 2 


512.0 


12.5 


49 


366 


1102 


C 2 iH 23 ClN 4 0 4 


431.2 


7.7 


36 


367 


1103 


C 22 H 26 BrN 3 0 2 


446.0 


13.8 


62 


368 


1104 


C 21 H 23 BrFN 3 0 2 


450.0 


16.5 


74 


369 


1105 


C 21 H 23 C1FN 3 0 2 


404.2 


14.7 


73 


370 


1106 


C 22 H 26 IN 3 0 2 


492.0 


18.5 


75 


371 


1107 


C 22 H 26 N 4 0 4 


411.2 


15.2 


74 


372 


1108 


C 2 oH 2 5BrN 4 0 3 


449.0 


12.8 


57 


373 


1109 


C 19 H 22 BrFN 4 0 3 


455.0 


16.2 


71 


374 


1110 


C 19 H 22 C1FN 4 0 3 


409.2 


14.4 


70 


375 


1111 


C 20 H 25 IN 4 O 3 


497.0 


17.9 


72 


376 


1112 


C 20 H 25 N5O 5 


416.2 


14.9 


72 


377 ! 


1113 


C 23 H 27 BrClN 3 0 2 


494.0 


16.1 


65 


378 


1114 


C 22 H 24 BrClFN 3 0 2 


498.0 


20.2 


81 


379 


1115 


C 22 H 24 Cl2FN 3 0 2 


452.2 


18.6 


82 


380 


1116 


C 23 H 2? C1IN 3 0 2 


539.1 


21.9 


81 


381 i 


1117 


C 23 H 2 7C1N 4 0 4 


459.2 


18.7 


81 


382 


1171 


C 2 iH 23 BrClN 3 0 2 


466.0 


4.9 


21 


383 


1172 


C 22 H 23 C1N 4 0 3 


427.2 


16.1 


75 
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384 


1173 


C23H25CIN4O3 


441.2 


22.8 




385 


1174 


C 2 oH22ClFN 4 0 2 


405.2 


21.4 


mm 


386 


1175 


C 2 2H26BrN 3 02 


446.0 


15.8 


71 


387 


1176 


C 23 H 26 N 4 0 3 


407.2 


17.6 


87 j 


388 


1177 


C24H28N4O3 


421.2 


20.2 


96 


389 


1178 


C 2 iH 2 5FN 4 0 2 


385.0 


16.2 


84 


390 


1179 


C21H25N5CU 


412.2 


2.3 


11 


391 


1180 


C23H26N4O2 


391.0 


21.6 




392 


1181 


C 2 oH 2 5BrN 4 03 


451.0 


20.1 


89 


393 


1182 


C21H25N5O4 


412.2 


13.3 


65 


394 


1183 


C22H27N5O4 


426.2 


20.9 


98 


395 


1184 


C 19 H 24 FN 5 0 3 


390.0 


20.0 




396 


1185 


C 19 H 2 4N 6 0 5 


417.2 


18.2 


87 


397 


1186 


C21H25N5O3 


396.2 


17.6 


89 


398 


1187 


C23H 2 7BrClN 3 0 2 


494.0 


22.1 


90 


399 


1188 


C24H27CIN4O3 


455.2 


17.2 


76 


400 


1189 


C 25 H 2 9C1N403 


469.2 


21.1 


90 


401 


1190 


C 22 H 26 ClFN 4 0 2 


433.2 


20.4 


94 


402 


1217 


C 2l H 20 Cl 2 F 3 N 3 O 2 


474.0 


38.5 


81 


403 


1218 


C 2 iH 23 ClFN 3 0 2 


404.2 


35.6 


88 


404 


1219 


C21H23CI2N3O2 


420.0 


3.7 


9 


405 


1220 


C2()H22ClIN 4 02 


513.0 


53.0 




406 


1221 


C 20 H 2 iClF 2 N 4 O 2 


423.0 


38.7 


92 


407 


1222 


C 19 H 23 ClN 4 0 2 


375.2 


33.6 


90 


408 


1223 


C 2 6H26C1N 3 0 2 S 


496. 0 


43.7 


88 


409 


1224 


C 20 H 21 ClN 4 O 5 


433.0 


40.6 


94 


410 


1225 


C 22 H 23 C1F 3 N 3 0 2 


454.2 


18.4 


41 


411 


1226 


C22H26FN3O2 


384.0 


17.1 


45 


412 •. 


1227 


C22H26C1N30 2 


400.2 


17.5 


44 


413 


1228 


C 2 iH 2 5lN 4 0 2 


493.0 


23.3 


47 


414 


1229 


C 2 iH 2 4F 2 N40 2 


403.2 


18.4 


46 


415 


1230 


C20H2GN4O2 


355.2 


15.7 


44 


416 


1231 


C 2 7H 29 N 3 0 2 S 


476.0 


20.9 


88 


417 


\ 1232 


C 2 iH 24 N 4 05 


413.0 


19.9 


96 


418 


1233 


C 20 H 22 ClF 3 N 4 O 3 


459.0 


19.4 


85 


419 


1234 


C 2 0^25FN 4 O 3 


389.0 


17.8 


92 


420 


1235 


C2oH 25 ClN 4 03 


405.2 


18.7 


92 


421 


1236 


C 19 H 24 IN 5 0 3 


498.0 


23.9 


96 


422 


1237 


C 19 H 23 F 2 N 5 0 3 


408.2 


19.0 


93 



WO 00/69432 



PCT/JP00/03203 



2 5 4 



AOI 
HZj 


1 T30 
1Z OO 


C18H25N5O3 


360.0 


16.3 


91 


i AO A 
HZH 


iz 


C25H28N4O3S 


481.2 


21.4 


89 


/IOC 


1240 


Ci 9 H23N 5 0 6 


418.0 


19.9 


95 


HZo 


1241 


C23H24CI2F3N3O2 


502.0 


22.5 


90 


JOT 

4Z I 


1242 


C23H27CIFN3O2 


432.2 


21.2 


98 


428 


1243 


C23H27CI2N3O2 


448.0 


21.6 


96 


429 


1244 


C22H 2 6C1IN 4 0 2 


541.0 


26.4 


98 


430 


1245 


C 22 H 25 ClF 2 N 4 0 2 


451.0 


21.3 


94 


431 


1246 


C 2 iH 27 ClN 4 0 2 


403.2 


19.4 


96 


432 


1247 


C2BH30CIN3O2S 


524.0 


24.7 


94 


433 


1248 


C 22 H 25 C1N 4 0 5 


461.0 


20.7 


90 


434 


1249 


C20 H20 C12 N4 04 


451.0 


7.4 


33 


435 


1250 


C21 H23 CI N4 04 


431.2 


15.5 


! 72 


436 


1251 


C19 H22 CI N5 05 


436.0 


22.9 




437 


1252 


C23 H28 CI N3 02 


414.2 


17.9 


86 


438 


1253 


C24 H31 N3 02 


394.2 


15.8 


80 


439 


1254 


C22 H30 N4 03 


399.2 


17.3 


87 


440 


1255 


C20 H22 Br Cl N4 02 


467.0 


21.3 • 


91 


441 


1256 


C21 H25 Br N4 02 


445.0 


20.7 


93 


442 


1257 


C19 H24 Br N5 03 


450.0 


21.8 


97 | 


443 


1258 


C21 H25 Cl N4 02 


401.2 


18.1 


90 


444 


1259 


C19 H24 Cl N5 03 


406.0 


20.1 


99 


445 


1260 


C23 H29 N3 03 


396.2 


16.8 


85 


446 


1261 


C23 H30 Cl N3 03 


432.2 


19.8 


92 ] 


447 


1262 


C24 H33 N3 03 


412.2 


17.4 


85 


448 


1263 


C22 H32 N4 04 


417.2 


18.7 


90 


449 


1264 


C25 H26 Cl N3 03 


452.2 


29.1 




450 


1265 


C26 H29 N3 03 


432.2 


18.1 


84 j 


451 


1266 


C24 H28 N4 04 


437.2 


19.3 


88 


452 


1267 


C 23 H 22 C1F 3 N 4 03 


495.2 


20.6 


83 


453 


1268 


C 2 iH 23 Cl 2 N30 3 


436.0 


17.5 


80 


454 


1269 


C 2 oH 21 BrClN 3 0 3 


468.0 


19.2 


82 


455 


1270 


C 20 H 21 Cl 2 N 3 O 3 


422.2 


17.3 


82 


456 




w 0 n 2 0 -L *■ w 4 <J 4 


435 . 0 


17 . 1 


79 


457 


1272 


C 2 4H 2 5F 3 N 4 03 


475.2 


21.7 


91 


458 


1273 


C 2 2H 26 C1N 3 0 3 


416.2 


17.8 


86 ; 


459 


1274 ( 


-2iH 24 BrN 3 0 3 


448.0 


19.5 


87 


4 60 


1275 < 


^iH 24 ClN 3 0 3 


402.2 


16.7 


83 


461 


1276 ( 


3 21 H 23 FN 4 0 4 


415.2 


18.1 


87 
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4 62 


1277 


C22H24F3N5O4 


480.2 


20.3 


85 


463 


1278 


C 2 oH25ClN 4 0 4 


421.2 


18.6 


88 


464 


1279 


C 19 H 23 BrN 4 0 4 


451.0 


21.3 


94 


465 


1280 


C 19 H 2 3C1N 4 04 


407.2 


19.1 


94 


466 


1281 


C19H22FN5O5 


420.2 


19.1 


91 


467 


1282 


C 2 5H26C1F 3 N 4 0 3 


523.2 


25.0 


96 


468 


1283 


C23H27CI2N3O3 


464.2 


12.2 


53 


469 


1284 


C22H 2 5BrClN 3 0 3 


496.0 


24.1 


97 


470 


1285 


C22H25CI2N3O3 


450.2 


21.8 


97 


471 


1321 


C 2 oH 2 oBrCl 2 N 3 02 


486.0 


5.1 


21 


472 


1322 


C2iH 23 Cl 2 N 3 02 


420.0 


10.5 


50 


473 


1323 


C20H20CI2IN3O2 


532.0 


7.1 


27 


474 


1324 


C2iH 24 ClN 3 0 3 


402.2 


22.2 




475 


1325 


C 27 H 2 6C1N 3 0 3 


476.0 


22.2 


93 


476 


1326 


C 20 H 21 ClIN 3 O 3 


514.0 


26.9 




477 


1327 


C2iH 25 ClN 4 0 2 


401.2 


24.2 




478 


1328 


C 2 iH 23 BrClN 3 0 2 


466.0 


23.1 


99 


479 


1329 


C 22 H 26 C1N 3 0 2 


400.2 


16.4 


82 


480 


1330 


C 21 H 23 C1IN 3 0 2 


512.2 


20.8 


81 


481 


1331 


C 21 H 24 N 3 0 3 


382.2 


19.6 




482 


1332 


C 28 H 29 N 3 0 3 


456.2 


21.1 


93 


483 


1333 


C2iH 2 4lN 3 0 3 


494.0 


25.3 




484 


1334 


C22H28N4O2 


381.2 


19.0 




485 


1335 


C 19 H 22 BrClN 4 0 3 


471.0 


25.8 




486 


1336 


C 20 H 25 ClN 4 O 3 


405.2 


18.5 


91 


487 


1337 


C 19 H 22 C1IN 4 0 3 


517.0 


23.1 


89 


488 


1338 


C 20 H 26 N 4 O4 


387.2 


20.6 




489 


1339 


C 26 H 2 8N 4 0 4 


461.2 


23.7 




490 


1340 


C 19 H 23 IN 4 0 4 


499.0 


28.2 




491 


1341 


C20H26N4O4 


386.0 


20.5 


saw 


492 


1342 


C 22 H 24 BrCl 2 N 3 0 2 


514.0 


27.2 




493 


1343 


C 23 H 27 C1 2 N 3 0 2 


448.0 


21. 4 


95 


494 


1344 


C 22 H 24 C1 2 IN 3 0 2 


560.0 


27. 0 


96 


495 


1345 


C 23 H 28 C1N 3 0 3 


430.2 


23. 8 




496 


1346 


C 2 2H 25 C1IN 3 0 3 


542.0 


29.4 




497 


1347 


C 19 H 22 C1N 3 0 2 S 


392.0 


16. 9 


43 


498 


1348 


C 20 H 25 N 3 O 2 S 


372.2 


6.9 


19 1 


499 


1349 


Ci 8 H 24 N40 3 S 


377.2 


8.1 


43 


500 


1350 


C 21 H 26 C1N 3 0 2 S 


420.0 


13. 0 


62 
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m 

jU JL 


S 1 Ttl 


C 22 H 24 BrClN 4 0 3 


509.2 


5.0 


10 




"1 O C O 


C 23 H 2 7BrN 4 0 3 


489.2 


3.6 


15 




toco 
loo3 


C 2 iH 26 BrN 5 0 4 


494.0 


2.8 




en/ 


1354 


C 24 H 28 BrClN 4 0 3 


537.2 


5.2 


19 


c n c 

DUO 


1 1 c c 

1355 


C21 H22 CI N5 02 


412.0 


25.5 


mm® 1 


C 


1356 


C22 H25 N5 02 


392.0 


16.5 


84 j 


CAT 


1357 


C20 H24 N6 03 


397.2 


19.9 




i C f\ O 


1358 


C23 H26 CI N5 02 


440.2 


21.8 


99 ! 


509 


1368 


C 2 iH 20 Cl 2 F3N 3 O 2 


474.0 


1 18.4 


78 1 


1 510 


1369 


C 24 H 24 C1F 6 IN 3 0 4 


568.0 


24.1 


85 i 


511 


1370 


C ie H ig BrClN 3 0 2 S 


458.0 


19.4 


j 85 I 


512 


1371 


C 26 H 26 C1N 3 0 4 S 


512.2 


22.1 


86 


513 


1372 


C 2 6H 2 gClN 3 0 2 


448.0 


1 19.1 


85 I 


514 


1373 


C 22 H 23 C1F 3 N 3 0 2 


454.2 


16.2 


71 | 


515 


1374 


C 2 5H 27 F 6 IN 3 0 4 


548.2 


22.1 


81 ! 


516 


1375 


C 19 H 22 BrN 3 0 2 S 


436.0 


17.1 


78 


517 


1376 


C 27 H 29 N 3 0 4 S 


492.0 


19.4 


79 1 


518 


1377 


C 27 H 29 N 3 0 2 


428.2 


18.1 


85 | 


519 


1378 


C 20 H 22 C1F 3 N 4 0 3 


459.0 


17.3 


75 j 


520 


1379 


C 23 H 26 F 6 IN 4 0 & 


553.2 


21.0 




521 


1380 


C 17 H 21 BrN 4 0 3 S 


443.0 


16.4 


74 j 


522 


1381 


C 25 H 28 N 4 0 5 S 


' 497.0 


18.4 


74 


523 


1382 


C 25 H 2 gN 4 0 3 


433.2 


17.3 


80 i 


524 


1383 


C 23 H 24 C1 2 F 3 N 3 0 2 


502.0 


20.0 


80 I 


525 


1384 


C 2 oH 23 BrClN 3 0 2 S 


486.0 


21.0 


87 I 


526 


1385 


C 28 H 30 ClN 3 O 4 S 


540.2 


23.8 


88 1 


527 


1386 


C 2 eH3oClN 3 0 2 


476.0 


20.0 


84 j 


528 


1411 


C 22 H 24 C1 2 N 4 0 3 


463.0 


0.4 


2 I 


529 


1412 


C 23 H 27 C1N 4 0 2 


443.0 


1.3 


6 1 


530 


1413 


C 2 iH 26 ClN 5 0 4 


448.0 


1.1 


5 


531 


1414 


^24H 2B C1 2 N 4 0 3 


491.0 


0.8 


3 j 


532 


1415 


~ 2 iH 22 ClN 5 0 2 S 


444.0 


6.8 


31 I 


533 


1416 ( 


: 22 h 25 n 5 o 2 s 


424.0 


4.8 


23 1 


534 


1417 ( 


^2oH 24 N 6 0 3 S 


429.2 


4 . 5 




535 


1418 ( 


: 23 h 26 cin 5 o 2 s 


472.0 


. 10.4 


44 1 


| 536 


1423 ( 


:27 H26 CI N3 03 


476.0 


23. 9 




537 


1424 ( 


:27 H29 N3 04 S 


456.2 


28.0 




538 


1425 C 


:26 H28 N4 04 


461.2 


22.3 


97 | 


539 


1426 C 


:29 H30 CI N3 03 504.2 


26.8 
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540 


1583 


C21 H22 CI F3 N4 02 


455.0 


14.6 


64 


541 


1584 


C21 H22 CI F3 N4 03 


471.0 


17.4 


74 


542 


1585 


C19 H20 Br CI N4 02 


453.0 


15.6 


69 


543 


1586 


C19 H20 C12 N4 02 


407.2 


2.3 


11 


544 


1587 


C26 H26 CI N3 03 


464 .0 


15.4 


66 


545 


1588 


C20 H23 CI N4 02 


387.0 


14.8 


77 


546 


1589 


C22 H25 F3 N4 02 


435.2 


11.1 


51 


547 


1590 


C20 H25 F3 N4 03 


451.2 


16.3 


72 


548 


1591 


C20 H23 Br N4 02 


433.0 


15.4 


71 


549 


1592 


C20 H23 CI N4 02 


387.0 


15.6 


81 


550 


1593 


C27 H29 N3 03 


444.2 


14.8 


67 


551 


1594 


C20 H24 F3 N5 03 


440.2 


16.2 


74 


552 


1595 


C20 H24 F3 N5 04 


456.2 


15.4 


68 


553 


1596 


C18 H22 Br N5 03 


436.0 


15.6 


72 


554 


1597 


C18 H22 CI N5 03 


391.8 


14.4 


73 


555 


1598 


C25 H28 N4 04 


449.2 


15.9 


71 


556 


1599 


C19 H25 N5 03 


372.2 


15.8 


85 


557 


1606 


C21 H21 CI F3 N3 02 S 


472.0 


17.0 


72 


558 


1607 


C21 H21 CI F3 N3 02 S 


452.2 


15.3 


68 


559 


1608 


C20 H23 F3 N4 03 S 


457.2 


15.9 


70 


560 


1660 


C21 H22 Br F3 N4 02 


501.0 


19.0 


76 


561 


1661 


C21 H22 Br F3 N4 03 


517.0 


16.2 


63 


562 


1662 


C20 H21 Br F2 N4 02 


469.0 


15.1 


65 


563 


1663 


C20 H22 Br CI N4 02 


467.0 


14.5 


62 


564 


1692 


C20 H23 Br2 N3 03 


514 


7.3 


28 


565 


1693 


C22 H26 F2 N4 02 


417 


16.2 


78 


566 


1694 


C22 H27 F N4 02 


399 


21.8 




567 


1695 


C22 H27 Br N4 02 


459 


24.5 




568 


1696 


C22 H27 I N4 02 


507 


27.4 




569 


1697 


C22 H27 CI N4 02 


415 


22.1 




570 


1698 


C23 H27 F3 N4 03 


465 


24.3 




571 


1699 


C23 H27 F3 N4 02 


449 


25.3 




572 


1700 


C22 H25 Br CI N3 02 


480 


17.8 


74 



fls£4fc#-8-l 5 8 3 It. Tffi^NMR^/TtLfCo l H NMR (4 0 0M 
Hz, CDjOD) 5 1.64-1.72 (m, 1 H), 2.20-2.30 (m, 1 H), 2.41-2.51 (m, 
2 H), 2.71-2.78 (m, 2 H) , 3. 59 (dd, J = 15.4, 12.9 Hz, 2 H), 3. 94 (s, 2 H), 4 
5 .35-4. 41 (m, I H), 6.82 (d, J = 8. 6 Hz, 1 H), 7.29 (s, 4 H), 7.40 (dd, J = 8 
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.6, 1.7 Hz, 1 H), 7.85 (d, J = 0. 96 Hz, 1 H) 

[#%0ij4] ( S) -3- [N— [3- (F!j7^o^f;u) ^yW;Ul g 

(S) -1- _3_ [ N _ [ 3 _ (h!J7;^B/f/u 

) '^y^l'] 7$/tfny^y (2. 93g, 6. 66mmo 1) t 

Pd (OH) 2 <D, 5%mM/*t (7 0mL) 6 0 °CX 3 B#P H 11f# 

2M NaOH&jg (1 OOmL) mm^>V (1 00mLX3) T'ttffi 

^7$>=8 5 : 1 0 : 5-6 0 : 3 0 : 5) Titles r <h <fc *) N (S) -3 
- [N— [3- (HJ7/^D^f^) ^<>yV/i/| ^U^/u] j^eBy^y 
(1. 70 g< 8 1%) LT#fc 0 l H NMR (CDC1 3 , 2 7 0M 

Hz) 6 1.76 (d, J = 7.3 Hz, 1 H), 2.07-2.25 On, 1 H), 2.81-2.98 (m, 2 H) 
•, 3.02-3.11 (m, 2 H), 4.12 (s, 2 H), 4.41 (br, l'H), 6.90 (br, 1 H). 7.45 ( 
br, 1 H), 7.58 (dd, J = 7. 3*3 <fc Ul. 3 Hz, 1 H), 7.77 (d, J = 7. 3 Hz, 1 H), 8 
• 02(d, J = 7.3 Hz, 1 H), 8.11(s, 1 H) ; ES I/MS m/e 3 16. 0 (M 
+ + H, C 14 H 16 F 3 N 3 0 2 ) 

(R) -3 - [N— [3- ( h 'J 7)\,*u* =f-;\,) ^.y/^yU] }) is 

J&Lfc 0 1. 4 9g, 6 8%;±^(t ( S ) -g&ft<Dh<Dtm C*H NMR 
<bES I/MS£*Lfc 0 
$ibf^ (R) -3- [N — [2-T5/-5- (H)7/^D7f/U) 

-r^] </y ^] t 5 / if o y £#£1-5 K ^ £xfKfcmttm^xmi<D-ji 

lfefC^oT^Lfc 0 3 16mg, 9 3%; ESI/MS m/e 3 3 1. 2 ( 
M + + H, C 14 H 17 F 3 N 4 0 2 ) 

(R) -3- [N — [2- (tett-7'f^;^;U75y) - 
5 - ( h y 7;^d7 h 3f ^ y is/U] T 5 / t°o y ^^^^-r 
5^*3J:t^'K^'JlrfflV^Tfif^K^D^&^i^^oT^Lfc 0 £MlHjl&3S ; 1 H NM 
30 R (CDC! 3 , 4 0 0MHz) 5 1.51 (s, 9 H), 1.60-1.70 (m, 2 H), 2.10-2. 
25 (m, 1 H), 2.80-2.88 (m, 1 H), 2.89-2.98 (tn, 1 H), 3.04-3.18 (m, 2 H), 4. 
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20 



25 
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05 (d, J = 4.9 Hz, 2 H), 4.43 (br, 1 H), 6.15 (br, 1 H), 7.03 (br, 1 H), 7. 
32 (d, J = 9.3 Hz, 1 H), 7.38 (s, 1 H), 8.42 (d, J = 9. 3 Hz, 1 H) 
CHji^j5 7 3] (R) -3 - [ [N- [2- (t e r t -7 Y*i/iJ iVtf-tV 

rxzi -5- mj 7/M-o/^/woyV/u) ryw] 75/3 - i- (4- 

5 £ p p 

(R) -1- -3- (^Uv-yUT^y) t'n JJ v>y (5 

. Og, 18. 7mmo 1) ©v/^nn^y (lOOmL) ifc h V rc^vU 
7 5 V (2. 9mL s 20. 5 mm o 1 ) , 2 - ( t e r t -~f V /V 
10 7 5/) -5- (MJ7;M-n^/b) %M.&m (6. 27 g> 20. 5mmol 
) > EDCI (3. 9 g, 2 0. 5mmol) joiT/HOB t (2. 8 g, 2 0. 
5mmol) 5rADx.fc e w©S*EiS^**l[fiT— Bfeffi#Ufc. r. ©SlSjl-frttt 
2M NaOHTk^® (8 0mL) £)JPx., ^nn^^yciffiLfc, r<Dfflffi 
#>££t7kNa 2 S0 4 t« ««L*:. *7A^7F^7^- (SiO z 

15 , ^*1^/6*8^3VW= 1 :1-1:4) fiStSr tlJlJ: •?> XR) -3- 
[ [N— (2- (tert Y*ci/jJ>\>T$—;\'T 5 /) - 5 - M) 
yu-O-y^yu-) fiji/fr] 75/] -1- foy-zy (9 

. 4 1g, 9 1%) & 667^^7 7 LT#fc. ESI/MS m/ e 
5 5 5. 2 (M + + H, C 26 H 30 C 1 F 3 N 4 0 4 ) 
20 [###|5] (R) -3- [ [N— (2- (t e r t -7 \>*i/jJ/H$~>\sT % 
J) - 5 - h V y/U*a* f/^y/^yV) yy^yl/] 75/] fc'p U v?^ 

(R) -3 - [ [N- (2- (t e r t frtf-frT 5 7 ) -5- h 
!l7^*o>fM>'/'f*) yy^/U] 75/] -1- (4-^PnKy^) 
t'^^ (6. 3g, 11. 4ramo 1 ) . Pd (OH) 2 (1. 6 8 g) , 
25 (3. 7mL) 4o itf/. * / -/U ( 8 0 m L) On&m* 5 0tT?-ftll # Lfc 0 

KiSI:i8Lfc, A 7 A^dv^77^- (Si0 2 , ^if/^^y-;l,= 
5:1-4:1) T'iifSriCj;*) (R) -3 - [ [N — (2- (t e r t- 

■/ \>*-~yp/U7$~;vT 5 /) - 5 - h !) 7iV*u /. 'f-^^.yy^ju) yy-y/u} 7 

30 5/] t°D^~yy (4. 4 2g, 9 0%) £6£@#<t UHfc, 1 H NMR (C 
DCI 3l 4 0 0MHz) 5 1.48 (s, 9H), 2.0-2.4 (m, 2 H), 3.42-3.71 (m, 5 
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H), 4.00-4.22 (m, 2 H), 4.56 (br, 1 H), 7.48 (d, J = 9. 0 Hz, 1 H), 7.93 (s 
, 1 H), 8.17 (br, 1 H), 8.33 (d, J = 9. 0 Hz, 1 H), 8.45 (br, 1 H) 
[**«5 7 4] (S) FN — ra- (M7**p** 

^^/t/| T$/b°P'j ^y (M^2 3 9) ip-freE 

(S) -3- [N- [3- (M)7^D^f;U) ^y/^yu] ^y^/u] T $ 
/t°ny>?> (0. 0 6mmo 1 ) <D7± h- h 9 (l. 1 m L) feW. t ( t"^ 
tfy*=^ ( 2 . 6-2. 8mmo l/g s 30mg) fc % *fc 
(0 - 0 5 0mmol) OTt^M)^ (0. 4mL) 
r©»5«*#,Sr4 5'Ctf5ii*W«» L/c 0 «**&M*T?ftipufc* % MB* 
»i8lw-CI»*L, *iftSr»«L*: 0 8SS:7tMH)^ (1. OmL) fc*#L 
, 7x^/KVv'7^F (0. OOSmL, 0. 0 5mmol) ZMtt. ®£ 
««rSMKri«PW«j%U Var i an™ SCX*7A|cMU 7*/-^ ( 
15mL) IdTftifrUt, 2M NH 3 ©^/^ ( 6 mL) 

^T&ffiu ^itsriia^ ( S ) -1— iVi^u-3- [N- (3- (hy 
yjv^u^^-jv) *<^/j,\,-) yy^v] 7?^ay^ Ut&m^ 2 3 9 ) 

(9. Om gl 4 4%), ««&RPLC/MSfcT3fc*fc (99%) . E 
SI/MS m/e 4 0 6. 0 (M+ + H, C 2 , H 2 2 F , N 3 0 2 ) 
[2WJ5 7 5] (R) -1- U-T^U^^u) — 3 — p TN— (3 — h 

20 8) g)£g 

(R) -3- [N — [3- (MJ7/VtD^f^) j^y^] 
/foyv^ (0. O5 0mmol) , 4 -7*^^X7/^ t K (0. 18m 
mo 1) , N a B H 3 C N (0. 2 3mmo 1) *3«kU^ (1. 8 5mL) 

(omsmmm (o. oeomu :©M^6otti2^ B i 

25 W*Lfc. U Variant SCX*7AtA»U'^/-yU ( 

15mL) ICXfcftLtz, 2M NH,C^y-^ ( 5 m L) Jgft&ffi 

^TMHU SWi-fSr (r) -i- U-T'fvi^^) - 3 _ [ 

[N- (3-hy7^D^f;U/<y^;v) 7^7] t°n y >?y 

^ft#*1 6 4 8) t#fc(2 0. 6mg, 8 9%) 0 M^RPLC/MSCT 
30 t»f:(9 1%) oE SI/MS m/e 46 2. 2 (M + + H, C 2S H 30 F 3 N 

3 o 2 ) 
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'[MM® 5 7 6- 7 3 8] 

vfo7^ (hplc-c 18 ) zm^xmm-fzzkizxy) nM®>zmc 0 e 

% 8 



H16« 




ft*** 


ESI /MS m/e 


JRft (mg) 


(%) 


576 


240 


C2iH2iF 4 N 3 0 2 


424.0 


10.2 


48 


577 


241 


C 2 iH 21 ClF 3 N 3 0 2 


440.0 


12.1 


55 


578 


242 


C 21 H 20 Cl 2 F 3 N 3 O 2 


474.0 


13.9 


59 


579 


243 


C 21 H 2 oCl 2 F 3 N 3 02 


474.0 


13.8 


58 


580 


244 


C 22H 2 4F 3 N 3 02 


420.0 


13.1 


62 


581 


245 


C 21 H 21 F 4 N 3 0 2 


424.0 


11.9 


56 


582 


246 


C 21 H2iClF 3 N 3 0 2 


440.0 


8.5 


39 


583 


247 


C 2 iH 2 oCl 2 F 3 N30 2 


474.0 


10.5 


44 


584 


248 


C 22 H 24 CF 3 N 3 0 3 


436.0 


11.0 


51 


585 


249 


C 2 2H 2 iClF 6 N 3 02 


474.0 


12.8 


54 


586 


250 


C22H 24 F 3 N 3 0 2 


420.0 


11.0 


52 


587 


251 


C 21 H 21 F 4 N 3 0 2 


424.0 


13.5 


64 


588 


252 


C 22 H 24 F 3 N 3 0 3 


436.0 


11.8 


54 


589 


253 


C 22 H 24 F 3 N 3 0 2 


420.0 


11.1 


53 


590 


254 


C 21 H 20 ClF 3 N 4 O 4 


485.0 


2.4 


10 


591 


255 


C 2 iH 21 F 3 N 4 0 4 


451.0 


12.2 


54 


592 


256 


C 21 H 21 F 3 N 4 0 4 


451.0 


11.4 


51 


593 


257 


C2 2 H 2 iFgN 3 02 


474.0 


11.1 


47 1 


594 


258 


C 24 H 26 F 3 N 3 0 4 


478.0 


15.3 


64 


595 


259 


C 22 H 23 C1F 3 N 3 0 2 


420.0 


6.4 


31 j 


596 


260 


C 2 iH 20 Cl 2 F 3 N 3 O 2 


474.0 


12.1 


51 


597 


261 


C 22 H 2 iCl FgN 3 0 2 


474.0 


13.6 


57 


598 


262 


C 2 iH 2 iBrF 3 N 3 0 2 


484.0 


15.2 


63 


599 


263 


C 21 H 2 iBrF 3 N 3 0 2 


484.0 


14.5 


60 


600 


264 


C 27 H 2 sF 3 N 3 0 3 


498.0 


9.3 


37 


601 


265 


C 21 H 21 BrF 3 N 3 0 2 


484.0 


11.6 


48 


602 


266 


C 22 H 22 F 3 N 3 0 4 


450.0 


8.9 


40 


603 


267 


C 22 H 24 F 3 N 3 0 3 


436.0 


10.3 


47 
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a r\ a 


268 


C23H25F3N4O3 


463.0 


6.3 


27 


oUo 


269 - 


C22H24F3N3O4S 


484.0 


8.0 


33 


oUo 


270 


C23H24F3N3O4 


464.0 


8.9 


38 


oU / 


271 


C21H20F5N3O2 


442.0 


6.1 


28 


608 


272 


C21H22F3N3O3 


422.0 


13.6 


59 


609 


273 


C22H21F3N4O2 


431.0 


12.6 


59 


610 


274 


C22H21F3N4O2 


431.0 


7.7 


36 


611 


275 


C22H21F3N4O2 


431.0 


12.7 


59 


612 


276 


C21H20F5N3O2 


442.0 


11.7 


53 


613 


277 


C 2 7 H 2 6 F3N3O2 


482.0 


9.5 


39 


614 


278 


C23H24F3N3O4 


464.0 


13.0 


56 


615 


279 


C22H21F6N3O3 


490.0 


10.4 


42 


616 


280 


C 22 H2iF 6 N30 3 


490.0 


12.0 


49 


617 


281 


C 2 2H22F3N 3 0 4 


450.0 


4.9, 


22 


618 


282 


C 2 5H3oF 3 N30 2 


462.0 


12.0 


52 


619 


283 


C20H23F3N4O3 


425.0 


8.1 


38 


620 


284 


C27H25C1F3N302 


516.0 


4.8 


19 : 


621 


285 


C21H22F3N302 


406.0 


4.8 


24 j 


622 


286 


c 2 lH 21 F 4 N 3 o 2 


424.0 


4.5 


21 


623 


287 


C 21 H2iClF 3 N30 2 


440.0 


5.8 


26 


624 


288 


C 21 H2 0 Cl 2 F 3 N 3 O 2 


474.0 


8.1 


34 


625 


289 


C 2 iH 2 oCl 2 F 3 N 3 0 2 


474.0 


8:0' 


34 


626 


290 


C 22 H 24 F 3 N 3 0 2 


420.0 


6.0 


29 


627 i 


291 


C 2 iH 2 iF 4 N 3 0 2 


424.0 


6.2 


29 


628 


292 


C 2 iH 2 iClF 3 N 3 0 2 


440.0 


4.5 


20 




629 


293 


C2iH 2 oCl 2 F 3 N30 2 


474.0 


5.1 


22 




630 


294 


C 22 H 24 CF 3 N303 


436.0 


4.2 


19 




631 


295 


C 2 2H 2 iClF 6 N 3 0 2 


474.0 


6.0 


25 




632 


296 


C22H24F3N3O2 


420.0 


4.3 


21 




633 


297 


C 21 H 21 F4N 3 0 2 


424.0 


8.2 


39 




634 


298 


C22H24F3N3O3 


436.0 


12.2 


56 




635 


299 


C22H2<F 3 N 3 0 2 


420.0 


8.1 


39 




636 


300 


C 2i H 20 ClF 3 N 4 O 4 


485.0 


13.7 


57 




637 ! 


301 


^2in 2 it 3 N 4 0 4 


451. 0 


15. 1 


67 




638 


302 ( 


- 21 H 21 F 3 N 4 0 4 


451.0 


16.6 


74 




639 


303 ( 


-22H 2 iFgN 3 0 2 


474.0 


12.6 


53 




640 


304 ( 


-2 4 H 26 F 3 N 3 0 4 


478.0 


14.5 


61 ! 




641 


305 ( 


: 22 h 23 cif 3 n 3 o 2 


420.0 


8.4 


37 




642 


306 ( 


-2iH 2 oCl 2 F 3 N 3 0 2 


474.0 


13.5 


57 
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643 


307 


C 2 2H2iClF 6 N 3 0 2 


474.0 


3.7 


1 16 


644 


308 


C 2 iH 21 BrF 3 N 3 0 2 


484.0 


7.2 


30 


645 


309 


C 2 iH 2i BrF 3 N 3 0 2 


484.0 


6.7 


28 


646 


310 


C27H26F 3 N 3 0 3 


498.0 


4.2 


17 


647 


311 


C 2 iH 2 iBrF 3 N 3 0 2 


484.0 


6.3 


26 


648 


312 


C22H22F3N3O4 


450.0 


2.4 


11 


649 


313 


C 2 2H 24 F 3 N 3 0 3 


436.0 


1.9 


9 


650 


314 


C 23 H2 5 F 3 N 4 0 3 


463.0 


5.0 


22 


651 


315 


C 22 H 24 F 3 N 3 0 4 S 


484.0 


2.5 


10 


652 


316 


C 23 H 24 F 3 N 3 0 4 


464.0 


3.3 


14 


653 


317 


C 21 H 20 F 5 N 3 O 2 


442.0 


4.5 


20 


654 


318 


C 21 H 22 F 3 N 3 0 3 


422.0 


7.9 


34 


655 


319 


C 22 H 21 F 3 N 4 0 2 


431.0 


6.5 


30 


656 


320 


C 22 H 21 F 3 N 4 0 2 


431.0 


14.2 


66 


657 


321 


C 2 2H 2 iF 3 N 4 0 2 


431.0 


14.9 


69 


658 


322 


C 2 iH 20 F 5 N 3 O 2 


442.0 


13.6 


62 


659 


323 


C 2 7H 26 F 3 N 3 0 2 


482.0 


3.9 


16 1 


660 


324 


C 23 H 24 F 3 N 3 0 4 


464.0 


15.2 


66 


661 


325 


C 22 H 21 F 6 N 3 0 3 


490.0 


16.1 


66 


662 


326 


C 22 H 21 F 6 N 3 0 3 


490.0 


13.6 


56 


663 


327 


C 22 H 22 F 3 N 3 0 4 


450.0 


5.4 


24 


664 


328 


C 2 5H 3 qF 3 N 3 0 2 . 


462.0 


10.9 


47 


665 


329 


C 20 H 2 3F 3 N 4 O3 


425.0 


12.0 


57 


666 


986 


C27 H25 CI F3 N3 02 


516.0 


1.5 


6 


667 


1118 


C28 H27 F3 N4 03 


525 


21.5 


62 


668 


1119 


C22 H24 F3 N3 02 S 


452 


16.9 


57 


669 


1120 


C23 H26 F3 N3 04 


466 


20.5 


67 


670 


1121 


C22 H23 F3 N4 04 


465 


16.8 


55 


671 


1122 


C28 H36 F3 N3 02 


504 


21.0 


63 


672 


1123 


C25 H23 Br F3 N3 02 


534 


26.6 


75 


673 


1124 


C19 H19 F3 N4 05 


441 


21.3 


73 


67 4 


1133 


C23 H26 F3 N3 04 


467 


33.6 


84 


675 


1134 


C24 H28 F3 N3 05 


496 


34 .8 


82 


676 


1135 


C22 H21 F3 N4 06 


495 


32.6 


77 


677 


1136 


C23 H24 F3 N3 05 


480 


36.6 


89 


678 


1137 


C22 H21 Br F3 N3 04 


529 


30.8 


69 


679 


1138 


C24 H26 F3 N3 02 


446 


32.7 


86 


680 


1139 


C22 H24 F3 N3 02 


420 


18.6 


51 


681 


1140 


C21 H20 F3 N5 06 


496 


20.5 


49 
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682 


1141 


C25 H24 F3 N3 02 


456 


22.5 


58 


683 


1142 


C25 H24 F3 N3 02 


456 


21.6 


55 


684 


1143 


C35 H34 F3 N3 04 


618 


27.3 


53 


685 


1144 


C23 H26 F3 N3 04 


466 


25.5 


64 


686 


1145 


C23 H25 F3 N4 06 


511 


38.0 


88 


687 


! 1146 


C28 H28 F3 N3 03 


512 


38.3 


89 


688 


1147 


C23 H25 F3 N4 03 


463 


27.1 


62 


689 


1148 


C27 H26 F3 N3 02 


482 


22.4 


57 


690 


1161 


C22 H24 F3 N3 04 


452 


13.5 


58 


691 


1162 


C24 H28 F3 N3 03 


464 


16.7 


70 


692 


1163 


C22 H23 F4 N3 03 


454 


15.8 


68 


693 


1164 


C23 H26 F3 N3 03 


450 


15.7 


68 


694 


1165 


C23 H24 F3 N3 04 


4 64 


16.3 


68 


' 695 


1166 


C22 H23 Br F3 N3 03 


513 


15.0 


57 


696 


1168 


C17 H17 CI F3 N5 02 S 


448 


6.9* 


23 


697 


1169 


C20 H22 F3 N5 03 S 


470 


1.7* 


6 


698 


1170 


C22 H22 F3 N5 02 


446 


2.3* 


8 


699 


1286 


C26 H33 F3 N4 03 


507 


! 25.3* 


51 


700 


1287 


C21 H20 F3 N5 06 


496 


4.0* 


8 


701 


1288 


C22 H24 F3 N3 04 


452 


3.6* 


13 


; 702 


1298 


C23 H25 Br F3 N3 04 


544 


28.4 




703 


1299 


C24 H28 F3 N3 05 


496 


1.4 


6 


704 


1300 


C23 H26 F3 N3 04 


466 


7.3 


33 


705 


1301 


C24 H28 F3 N3 05 


496 


12.6 


53 


| 706 


1302 


C24 H28 F3 N3 03 


4 64 


24.5 




707 


1303 


C23 H25 Br F3 N3 04 


544 


22.2 


86 


708 j 


1304 


C29 H30 F3 N3 04 


542 


28.6 


| 


709 


1305 


C26 H26 F3 N3 03 


486 


35.4 




710 


1306 


C24 H28 F3 N3 04 


480 


8.1 


35 


711 I 


1307 


C23 H26 F3 N3 05 


482 


27.9 




: 712 


1308 


C23 H24 F3 N3 03 


448 


5.9 


28 


713 


1309 


C23 H25 F3 I N3 04 


592 


24.0 


85 


714 


1310 


C22 H24 F3 N3 04 


4 52 


3.4 


16 


1 XD 


loll 


H22 F3 N3 04 


450 


3.4 


16 


716 


1312 


C21 H21 F3 I N3 02 


532 


18.1 


72 


111 


1313 


C21 H21 Br F3 N3 02 


484 


17.4 


76 


718 


1314 


219 H19 F3 N4 04 S 


457 


16.8 


77 


719 


1315 ( 


220 H22 F3 N3 03 


410 


13.6 


70 


720 


1316 ( 


:22 H20 CI F6 N3 02 


508 j 18.6 


77 
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721 


1317 


C21 H20 CI F3. N4 04 


485 


17.0 


74 


722 


1318 


C21 H20 CI F4 N3 02 


458 


17.0 


78 


723 


1319 


C21 H20 CI F4 N3 02 


458 


17.6 


81 


724 


1320 


C21 H20 Br F4 N3 02 


502 


18.5 


77 


725 


1390 


C26 H32 F3 N3 02 


476 


16. 1 


51 


726 


1391 


C23 H26 F3 N3 02 


434 


20.0 


76 


727 


1392 


C22 H23 CI F3 N3 02 


454 


20.0 


67 


728 


1393 


C23 H26 F3 N3 02 


434 


20.1 


70 


729 


1394 


C22 H23 F3 N4 04 


465 


18.4 


60 


730 


1395 


C23 H24 F3 N3 02 


432 


21.4 


75 


731 


1396 


C26 H26 F3 N3 02 


470 


20.4 


66 


732 


1397 


C21 H20 Br2 F3 N3 02 


562 


14.5 


54 


733 


| 1398 


C22 H22 C12 F3 N3 02 


488 


10.8 


47 


734 


1399 


C22 H22 C12 F3 N3 02 


488 


9.4 


40 


735 


1400 


C22 H23 CI F3 N3 02 


454 


19.1 


88 


736 : 


1614 


C22 H21 F6 N3 S 


506.0 


24.2 


96 


737 


j 2050 


C20 H22 F3 N3 02 S 


426 


6.0 


30 


738 


2051 


C21 H23 F3 N4 02 


421 


6.5 


32 



WI7 3 9- 7 4 8] 

m 9 



mmm 






ESI/MS m 
/e 


iRfi (mg) 


W (%) 


739 


1650 


C24 H28 F3 N3 02 


448.0 


20.4 


91 


740 


1706 


C23 H25 F3 N4 03 


463.2 


3.7 


11 


741 


1707 


C22 H25 F3 N4 02 S 


467.0 


10.3 


29 


742 


1708 


C23 H27 F3 N4 02 


449.2 


11.4 


34 


743 


1709 


C24 H29 F3 N4 02 


463.2 


15.2 


44 


744 


1775 


C22 H25 F3 N4 04 


467.2 


9.2 


26.3 


745 


1776 


C22 H25 F3 N4 04 


467.2 


8.9 


25.4 


746 


1787 


C24 H29 F3 N4 02 


463.2 


5.6 


16.1 


747 


1802 


C23 H27 F3 N4 04 


481.2 


11.7 


32.5 



WO 00/69432 
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2 6 6 

| 748 | 1803 [C22 H25 F3 N4 03 [ 451.2 | 9.6 | 28.4 

immm7 4 9] go -3- r [n- (2-7^-5- h^ua-n* 

;V) VWity 8 9 6) <d&eV. 

5 (R) -3- [N— [2- (t e r t -7 \ *i/#/Utf=.,UT 5 /) -5- (h 

!)7;^pn^» -O-yV/U] ^U^u] 7 5 J fn y ^> ( 0 . 0 5 Omrn 
ol), 3-t h'P=3ry-4-^ F^yXT^fb K (0. 0 6 0mmol) 
. NaBH 3 CN (0. 1 5 mm o 1 ) 9 J -ft, ( 1 . 3mL) 

.mm(0. 0 5 0mL) ^APxfc 0 r©5ffrS^^6 OttS^l^tfc. 
10 Varian™ SCX*7A(;MU ^/-/KlOmL 

) tCTifc^Lfc. 4»2M NH 3 ©^^y-;U (5mL) ^tfflV^T^fflL 

mmzmmzx-mmwvtz. mmm. »Lct«iit5*tia^ (r) 

-3- [ [N— -(2-T5;y-5-hy l^v^OyV^) .^y^j 

15 7$/] -1- (3-t h^^vvU) fc'n y ^> ifc&Mt 

*1 8 9 6) *nit (9. lmg, 3 8%) „ U£&£ R P L C/M S fCT#J6fc ( 
93%) . ESI/MS m/e 4 8 3 (M + + H ( C 22 H !5 F 3 N 4 0 6 ) 
[3H&#J 7 5 0-7 5 7] 

20 7 4 9(D7jS{^oT^L7t 0 ESI/MSf^, Ifcfi, ioitFK^SlO 

3? 10 









ESI/MS m 
/e 


&1k (mg) 


JR* (%) 


750 


1897 


C22 H25 F3 N4 03 S 


483 


22.7 


94.1 


751 


? 1898 


C23 H27 F3 N4 03 


465 


12.2 


52.5 


752 ; 


1899 


C24 H29 F3 N4 03 


479 


14.4 


60.2 


753 


1900 


C22 H25 F3 N4 05 


483 


2.6 


10.8 


754 


1901 


C24 H29 F3 N4 03 


479 


14.5 • 


60.6 


755 


1902 


C23 H25 F3 N4 04 


479 


12.0 


50.2 


756 


1915 


C23 H27 F3 N4 05 


467.2 


2.5 


6.7 



WO 00/69432 
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an. 



1916 



C22 H25 F3 N4 04 



467.2 



3.1 



8.9 



] 



[Mmm 7 5 8 3 (r) -3 - [ [n- (2-7-;;-5-Fy7^tD^f^ 
) ^y/^f/u) rVis/W] 7?/] - l- (4 - \?=./i^<^is;u) t°uWy (fc 



Ffl70l) (D&fc 



5 (R) -3- [ [N- (2-757-5- (F!)7/^D^f^) ^V^J/V) 

T$/] t°o])i?y (0. 0 5 0mmol) , 4-h'^yU^yvvU^n 
!) K (9. 9mg, 0. 065m L), fc^JJ (6 Omg 

) % 7-fch=MJA' (1. OmL) , *3 J;tW n □ j^/VA (0. 30mL) 
fe^5 0°CT"l 2B#p B m# Lfc rOS^-a-^^^MST^iPU, Va r i an T 
10 M SCX*7A|CMU t?J->V (15mL) [rTftfr Lfc 0 2M 
NH 3 ©^;-;V (5mL) ^^fflV^T^ffi L, 5 * dr fri 9 , (R) 

-3- [ [N — (2-7S/-5- ( h y 7yU^-n7t^H -0-/^/u) ^D-WU 
] 75 7] - 1 - ( 4 - C^/U-O >vU) t?P V i?y Ut&®)&%- 17 0 1) 
1t (19. 6mg, 8 8%) o M*RPLC/MStt5f?J6fc (9 2%) „ ES 
15 I/MS m/e 5 4 7. 2 (M + + H, C 2 3 H 2 5 C 1 F 3 N 4 0 2 ) 
i%mmi 5 9 - 7 6 2] 

7 5 8<Djjmzi£^X'B-f&L± 0 X^Xfofr^ ft&TLCXmm-tZ^ t\Z£ <9 
20 m 11 









ESI/MS m/e 


J&l; (mg) 




759 


I 1702 


C22 H25 F3 N4 03 


451.2 


5.3 


24 i 


760 


1703 


C22 H23 F3 N4 04 


465.2 


5.0 


22 | 


761 


1704 


C21 H23 F3 N4 03 


437.2 


20.9 


96 


762 


1705 


C21 H21 C12 F3 N4 02 


489.2 


9.3 


38 



[Mmm 7 6 3] (R) -3- [ [N— (2-7$ /- 5- ( h V 7 fr'A a * h 
dr~» 75/] -1- (2, un^^iS/U) if a 

25 !) v£y (fc£-#)#-*§- 1 9 0 5) gytfc 




WO 00/69432 PCT/JP00/03203 

2 6 8 

(R) -3 - [ [N- (2-757-5- (hi)7jU*a/ Y^y) ^y^y ,1, 
) ^y-WV] t°n \)^y (0. 0 5 Ommo 1 )\ 2, 4-S^nci^ 

K (0. 0 6 6mL) , f^jj i) Xf-uy (6 Omg) , 

T±h~h , J/l< (0. 8mL) , & £X£? o n (O. 5mL) <DM-&®% 6 
5 0<CT*1 2H*ffl»«iLfc. r©»Sa*«fci»*TJftJJIU Va r i a n™ SC 
X*7^tML, 5 0%^na^V>^/-/l' (lOmL) ir^Z-vM 
lOmL) fdTgfeifUfc, £fi!c4&t\ 2M NH 3 ©^ $ J~->V (5mL) ^^ffl 
l^C&ttlU «f§Lfco #&*lfcR$fc4M HClOl, 4v^MJ->' (2mL 

10 , (R) -3- [ [N — (2-7$/- 5- (YVy;\s*utY*i/) <y94>V 
) 7$/] -l- (2, f n y ^ Mfcg^MS 

■§•1 9 0 5) £#7t (17. 6mg, 7 0%) „ MS£R P L C/M S iCT^fefc 
(93%) . 'ES I/MS m/e 5 0 5 (M + + H, C 21 H 21 C 1 2 F 3 N 4 O a 

) 

'15 [^Jfe0<j7 6 4-7 7 0] 

|g 12 

20 



H160J 




#*5£ 


ESI /MS m/e 


§LM (nig) 


(ft) 


764 


1906 


C22 H23 F3 N4 05 


481 


9.4 


39.1 


765 


1907 


C21 H23 F3 N4 04 


453 


7.5 


33.2 


766 


1908 


C22 H25 F3 N4 04 


467 


7.7 


33.0 


7 67 


2180 


C22 H24 CI F3 N4 02 


469 


1.3 


26 


768 


2181 


C23 H25 F3 N6 03 


491 


4.3 


52 


769 


2182 


C19 H22 F3 N5 02 S 


442 


7.0 


51 


770 


1909 


C23 H25 F3 N4 03 


4 63 


8.7 


37.6 



imm 771] (r) -3 - r [n- (2-7$ /- 5- h vy^u* 
^yVHM 7$/] -1- (2-7-;/-4-^dd^^) \* 

B'JiS's 19 2 1) <D&j& 




WO 00/69432 



PCT/JPOO/03203 



2 6 9 

(R) -3- [ [N— (2-7$ y- 5- h!)7;^n^ h * i^O^J /V) ? 
7%/] t°D y v?V (0. 050mmol), 4 - ^ n d - 2 h d-< 



g) , (1. OmL) % ioXXl, ^d*W (0. 7 m L) (D& 

5 . %m*l 5 0 TCT-IIfefiStf^ Lfc, ZCDKfcfe&yi&ftML, Var i an™ SCX* 
7A(^^fL, 5 0%^DD*;l/A/^y-^ (lOmL) <t^^/— )V (10 
mL) (^Tgfej^LfCo 2M NH 3 coy^y-/l- (5mL) ^$?£/Bl^T 

JgfflU MtisLtz. nbtitzBZ^f ;~->v (3mL) MO 0 /,^^!)^! 

10 !TLC1?igt5r <b: tvl J: 9 . (R) - 3 - [ [N- (2 -7$ / - 5 - h y 7 
;M-n/. r-df^yO-yVyU) ^^^] 7^7] -1- 
-<V^V) t°n !) (fl;-8^#-5§- 1 9 2 1 ) (2. 2m g, 6%) Q 

IrRPLC/MSlCTtftfc (8 1%) . ES I/MS m/e 4 8 6. 2 (M + 
+ H, C 21 H 23 C 1 F 3 N 5 0 3 ) 

15 [HJfc0iJ7 7 2] (R) -3- [ [N— ( 2 -7 ^ / - 5 - V D 7As*b y gyU 
^<>/^^) ^tl-^] 7^7] -1- (4-7 ? a ; &-2-7;Utn^y^l/) fc° 
p !J *s*s {\^mm%2 12 0) 

(R) -3 - [ [N— (2- (t e r t -7 V >Vi£=.)VT % J ) - 5 - h 

|)7/^n^My^/U) VWtVl 7?/] t°n JJ ^> (0. 0 5 0mmo 

20 1 ) s 4-7^- 2 -7 fr* vOXTJUft K (0. 0 1 5 mm o 1 ) , /■ $ 
(1. 5mL) , *5±U\ M (0. 0 16mL) ©^-g^f-, N a BH 3 C 
N (0. 2 5mmol) <D*?/~/U (0. 5 OmL) &m&1nz.it. w©Rj£S 
^#1^5 O'CT'-llferf^LfCo Va r i an™ SCXj?7A|:| 

fflfU *9J—fr (5mLX2) tTgfcfr Lfd 0 2M NH 3 ©^7- 

25 * (5mL) }Wtt:/BV^»lttU SlLfc. Mt^^;-^ (0. 2 5 m L) 

u:*w*u 4M hc i <Dzs**y-y®mzifflz.iz a zommzMmzx 5tifffl& 
wu mmttz 0 ;-mz®mu v ar i an ™ scx*7^i:m 

L« y^7— /U (5mLX2) tC-Cifc^Lfc. ±)$i||r2M NH 3 C0y^y— /!✓ ( 

5mD ®wizm^x®i£,L. mmLtz 0 nhntzm^tmm^^ (o. 5mL 

30 ) fcjg#U Var i an™ S C X # ? AHUM* U ^S^^/y * -/ 5 
: 1 (6mL) SrfflV ^Ti^tH U ftHjftS - £ £ «fc 9 , (R) -3- [ [N — (2 



y vVU? DP K (0. 0 5 0 mm o 1 ) , V i? 



(6 0m 



WO 00/69432 



PCT/JP00/03203 



2 7 0 



-T5/-5- h'Jy/^a^^/^y^yfju) ^y^] 7*/] -l- (4- 
;/n^-2-^M-n-^vvw) f D y ^ (^^#^2 120) (16 
• Omg, 3 1%) . «*£RPLC/MSK:T#»fc (9 9%) 0 ESI/MS 

m/e 5 17. 0 (M + +H, C 21 H 21 B r F 4 N 4 0 2 ) 
[Hjft0i|7 7 3-7 9 3] 

7 20»ttot**Lfc, ESI/MSr-^ IRS, &<fcUM£gU3fc: 



* 13 



10 









ESI /MS n 
/e 


*&Ji (ma) 


Lfy ^? / a \ 


773 


2083 


C22 H24 Br F3 N4 04 


545.2 


\ 2.9 


1 1 


774 


2084 


C23 H27 F3 N4 05 


497.2 


5.1 


21 


775 


2085 


C22 H25 F3 N4 04 


467.2 


3.1 


13 


776 


2086 


C21 H22 CI F3 N4 03 


471.0 


4.6 


20 


777 


2087 


C23 H28 F3 N5 02 


464.2 


5.6 


24 


778 


2088 


C25 H32 F3 N5 02 


492.2 


5.9 


24 


779 


2089 


C21 H21 F5 N4 02 


457.2 


4.5 


20 


i 780 


2090 


C27 H27 F3 N4 03 


513.2 


8.0 


31 


781 


2118 


C21 H23 F3 N4 04 


453.1 


2.7 


12 


782 


2119 


C21 H23 F3 N4 04 


453.1 


4.3 


19 


783 


2121 


C22 H25 F3 N4 04 


467.0 


1.2 


2 


784 


2122 


C21 H21 CI F4 N4 02 


472.9 


13.1 


28 


785 


2123 


C22 H22 F3 N5 06 


510.1 


13.1 


51 


786 


2124 


C21 H21 CI F3 N5 04 


500.1 


15.6 


62 


787 


2125 


C22 H24 F3 N5 05 


496.0 


16.0 


65 


788 


2126 


C22 H24 F3 N5 04 


480.1 


15.6 


65 


789 


2137 


C22 H24 CI F3 N4 02 


469.2 


2.6 


11 


790 


2138 


C26 H29 F3 N6 02 


515,3 


25.1 


98 


791 


2139 


C20 H24 CI F3 N6 02 


473.2 


25.0 


98 


792 


2149 


C21 H22 F3 N5 05 


482.3 


4.9 


34 


793 


2157 


C22 H25 F3 N4 03 


451.2 


15.5 


70 



[**«7 9 4] (R) - 3 - r [n- (2-7$y-5-HJ7y^ P y^u 
^LdM ^l^JklTjUA -1- (2. 4-^h^y;i?y- S -^ 



WO 00/69432 PCT/JP00/03203 

2 7 1 

(R) -3- [ [N- (2-75/- 5- hy7/Vta^fMy/^;V) W 
*SJV) 75 /] t°n V i?> (17. 2m g, 0. 04mmol) IrTHF (lmL 
) K}gfi?U 2, K^rv/-5-t°y v^y*/^3ff7/l'Tt K (6. 7 

mg, 0. 0 4mmol) 4:M, m^X b V T± h * ^TkUffc* *5H7 Y9 <> & 
5 (12. 7mg, 0. 0 6mmo 1 ) t*Mt&& (2. 4m g, 0. 0 4mmo 1 ) 

(lmL) fcigftU 1M NaOH7kig?& (lmL) X&ftLtz a Ml 

10 , (R) -3- [ [N- (2-75/-5-MJ7/l/tD^f;^y/^/U) 

v^] 7 5/] -1- (2, 4-v^ h=¥^fc°y 5v*>-- 5— OM^vU) ifnU 
v?^ (^^§-§-2 17 5) £#fc (18. 6m g, 7 8%) . «I!;RPLC/ 
MS{wt**fc (9 8%) o ESI/MS m/ e 4 8 3 (M + + H, C 21 H 2S 
F 3 N 6 0 4 ) 

15 [H»J7 9 5- 8 0 3] 

^mmxm^^it^m^, *H?ft%fc^zm}&£Vfcfcm£m^xmMffl7 

9 4<Djjmz'&^X&f&Ltz. 0 ESI/MSf^, t&JL joit/llX^^^ 1 4 tC 

14 

20 



HEW 






ESI /MS m 
/e 


ifci: (mg) 


(%) 


795 


2165 


C18 H21 F3 N6 02 


411 


2.0 


27. 


796 


2166 


C18 H20 F3 N5 02 S 


428 


9.9 


66 


797 


2167 


C24 H25 F3 N6 02 


487 


15.1 


73 


798 


2169 


C24 H2 9 F3 N4 02 


463 


1.2 


24 j 


799 


2170 


C26 H25 CI F3 N5 02 


520 


6.0 


40 


800 


2171 


C19 H23 F3 N6 02 


425 


16.8 


88 


801 


2174 


C23 H24 Br F3 N4 02 S2 


591 


5.3 


53 i 


802 


2178 


C25 H28 F3 N5 04 


518 


5.4 


62 


803 


2179 


C25 H28 F3 N5 03 


502 


6.3 


60 



[»|8 0 4] (R) -1- (2-757-4, 
jV) -3 - [ [N — (2-75/-5-h!)7/Vtn/f;VKyy^yb) y ' \) ?y,y 



WO 00/69432 PCT/JP00/03203 

2 7 2 

] 75 7] t'aViyy (fc^fcSf 2 1 27) (Ditti 

(R) - 3- [ [N— (2-7^-5-F!)7/^o^f;^y/^;v) ]) 
757] -1- (4, 5 -^fuy^i/- 2-= hD/<yv?;l,) fc°p y 
(3 0. 5mg) , 10% Pdtf-tfy (6mg) , #XXf*fiS—/l' (3 
5 mL) ojg^4li>S:7K*»E8*T, ^fl-Cl 0«$|HJ«#Lfc o ^7^»>A/ftjSESr-fe7 
HTiligU iiaSrflMiUfc. StUfcfatt (Bond Elut™ SI, 2 0%7 
^y-^/M^^b) -CfitBl-rSClifcJ:!?, (R) -l- (2-757-4, 
5-*3-Uyi?**i/s<y^/u) -3 - [ [N- 2-75 7- 5- h !) 7;^d ^ 
fvl-O-W/l') ^JJ<>7U] 7 5 7] fDlli?7 (ft^#^2 1 2 7) £#/c ( 
10 2 1. 9mg, 7 6%) , |$S£R P L C/M S iCTJfWc (9 5%) 0 ESI/ 
MS m/e 4 8 0. 1 (M + + H, C 2 2 H 24 F 3 N 5 0 4 ) 
[MMM 8 0 5-8 0 6] 

^ 15 









ESI /MS m 
/e 


i&* (mg) 


(%) 


805 


2128 


C22 H26 F3 N5 03 


466.0 


8.6 


30 


806 


2129 


C22 H26 F3 N5 02 


450.1 


13.1 


37 



[*Jfe0ij8O7] (R) -1- (3-7U-4-^aa^/| / ) -3 - [ p 
20 N— (2-75 7-5- hi; 7 fyj^^/^AQ yy*/A>"\ 7 5 7] 

D'^ (jfrj^jggj 13 2) (£>£-fifc 

(R) -3 - [ [N— (2-75;-5-hy7;^B^^yy-f;u) 
vvl/| 75 7] -1- (4 n n- 3 }. n-<v>?yu) fn |) v?v (32. 6 
rag) % 10% s<7i?<?J±mm (8mg) , ftftiTTU (2. 7mL) % *3,fctf 
25 7^7-yU (0. 3mL) <Dig-a-4fe*r**£fflStT, &&\CX 1 5 l^ffift if Lfc 0 
'*7**Attj&£»SfcJ:!j|&*U ««cSr««Lfc. HfllfifittS (Bond El 
ut™ si, 2 0%^y-Viixf^) T»*H-S::£fc:J:!K (R) -1 

- (3-75 7-4-? OP^y^/U) - 3- [ [N— (2-757-5 - 
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;\>* a / fvU^ y yV /V) ? 9 W\ 75/] \f a V iS>> 2 13 2) 

&#fc (10. 5mg> 3 4%) „ #Bj£&RPLC/MSfcT3fc#>fc (8 4%) 0 
ESI/MS m/e 4 7 0. 2 (M+ + H, C n H 23 F 3 N 5 0 2 ) 
imMW 8 0 8] (R) -1- (2-7 5 7-4, 5 -7 f- Uyj?** v^O'v? 
5 JV) - 3- [ [N— (2- (t e r t -7* h=fr->7J ;U-#n;U7 5 7) -5-h!>7 
^;frp/f- W<^yV/t^) ?yW] 7 5 7] t?P!I^O^ 

(R) - 3- [ [N- (2- (ter t -7 h **y)3 frl£~>V7 5 7 ) -5~h 
*)7tV*u*?-A,'<l/->/4A') Ws}V\ 757] (0. 150mmo 

1) , 4, 5-/f-I^^^->-2--hn^yX'T^7'fc K (0. 4 5mmo 
10 1) , /^/-A- (4. 5mL) , JSiOWBfe (0. 04 8mL) ©S^lw, N 
a B H 3 C N ( 0 . 7 5 mm o I ) tf)7 9 7 —A/ ( 1 . 5 0 m L) ^SrAPx./to 

ofcfomG-mz: 5 o°cx'~mmwLtz 0 ^m*-c#£pu v ar i an ™ sex* 
m^xmuiL, m.mirz>~t\z±y (r) -3- [ cn- (2- u e r t-yh 

15 ^v-7JA-/#— ;U7 5 7) - 5 - MJ i/Uv'/U] 75 7 

] -1- (4, 5-^V>v^*-y-2-=>o-<y-^u) tfay^^^fc. 
#?>ttfc (R) -3- [ [N— (2- (tert-7'F^/Ut;-/U7^) 

- 5- hD 7/P*D^f/W<>'/^^) 7 5;] -1- (4, 5-7^ 
l/>'v ? t*->-2--hn'<yv;/i,) fc°n y v>>- (0 . 150mmol) , 10% 

20 Pd*-/K> (2 2mg) , *3«fctf7*/ — (4. 5mL) <D^^)^7K*#IS 

^<t(Cj;i9 (R) -1- (2-757-4, 5 -7 f-U^^dp^y^) -3 

- [ [N- (2- (ter t-yF^^/^'^?/) -5-hy7/M"n7 
^vu^yVAO y'y-wu] 75 7] en y (8 7. lmg, j£S«j) 

25 . »E^#ffl*^«JttTLCtl*3V^-Ctjim$iX**»ofc 0 

(R) -1- (3-75 7-4-7 h*f'<>&A') -3- [ [N — ( 
2- (tert-7'l-^M-/l'75y) -5 - MJ7/^D^f/l"<y^ 
AO PVisjU] 75/] eay-^yi:, (R) -1- ( 3 -7 5 / - 4 -7 5vW< 
f'JtV) -3- C [N- (2- (ter t -7* Y^i/U /V^=.j^T 5 y) - 5 - h 

30 D7^o^f/^y^^) y'y^b] 75 7] fnil^fc, ^tl^n^-f 
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(R) -1- (3 -T 57-4-7 h*i"<>&A>) -3 - [ [N— (2- (t 
er t-7'f^>Mfc;l'7?/) -S-f^/l'tD^fyKy^/u) yy 
f^] 7^7] h'nyi?y : 101m g> ; mtt^mtkf&mtT LCIc 

5 (R) — 1 — (3-75;-4->f;^^) -3 - [ [N— (2- (t e 

r t-/h^i/*/V#=;l'7^) - 5 - h y ^"Jv- 
^] 757] fny-yy : 97. 2 m g , fMl ; #Et^ll»liTLClr 

[3?ifc#l8 0 9] (R) -1- (3-7;/-4-^DD^yi/;u) - 3 - [ [ 
10 N- (2- (tert-7'F^;l/fc;l'7^/) -5- h !) 7;^n^f 1/^ 

vyV^) i/y s^] 757] t* n y i?^©^ 

(R) -3 - [ [N- (2- (t e r t-^f^>^^7 5 7) -5 - h 
!)7/^D7f/^y/^^) 7 5 7] k'Dy-7y (0. 15 0mmo 

1) % 4-^D0-3-=hD'<yX7^ft K (0. 45mmol) , 7*7- 
15 fl> (4. 5mL) % jo«fct>V Bt8& (0. 0 4 8mL) ©fi-g^lr, NaBH 3 CN'( 
0. 7 5mmol) CD7*7-/U (l. 5 0mL) fem%toz.tz„ iOSiSS^-* 
Sr5 0t:-e-ft«^Lfc o ifiST'^U Va r i an™ SCXAyAtML 

, <!:lcj;9 (R) - 3-[[N- (2- (ter t \-*is%fri£=. 

20 ;V7 5 7) -5- M^i^c^T-w^yVyu) ^y^y/u] 757] -1- (4 
-^□-3--Fa^y^) t°n y 

mhtltz (R) -3 - [ [N— (2- (tert-7h^yi/M^7 57) 
-5- hVy^a^^/^y^/yf/u) y \) * y) \,-\ 7;/] _x_ ( 4 _^ DD _ 
3-=bn^y^) tfny^y, 10%Pd*^y (2 2mg) , 
25 (2. 7mL) , *5<fctf7*7~/W (0. 3 m L) 4>fi£«£*3tS#|fl&Tx ^£ 

it) (R) -1- (3-7?/-4-^OD'<y^) -3- [ [ N _ (2 - t e 
r t —-f h*ri/#/Utf—/UT 5 7) - 5 - h V V tVibru 7 =f- Vl/^l/if 4 >V) 
W\ 7 5 7] eay&is&mt (8 9. 7mg N jfcftHj) 0 4#fE^^M#j{i 
30 TLCIC^^W^M^ofc, 

1 0] (R) -1- (3-7^/-4-bKnJj-y^yy ; u) -3- 
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[ [N- (2-7;y-5-F^7;Uto^f^y/^^) T^/j 
fc°P V 2> (^#l#-§-2 18 7) (D£f% 
^]IW8 0 8(D^(^r^Lfc (R) -1- (3-75;-4-tKP^f 
-3- [ [N- (2- (ter t -Zf Y ;U#-frT X J ) -5 
5 -Hl7^n^f;vxy^;u) ^Ui/yW] 7 5/] t'D^^y (20mg) CO 
, 4M YLQ\V**^S (2. OmL) ®.$tW Ltz a z\<D®m% 

mmLtzfe, m&Z*f'S-Mc®mL. Va r i an™ S C X # 7 A L 

„ ^^y-;wcc^^, 2m nh 3 <d/^ y-^mm^^^xmaiLtzo 

, #IfcTLC (S i0 2 , »*xf*/^4'/-/V=4 : 1) -CtttW 5 - £ ± 0 
10 % (R) -1- (3-T$/-4-k KDdr->^^-^) -3- [ [N- (2- ( 
T5/-5- hi) zr/UXutf-sU^y^-fjU) j/ywi/J 7?7] fnjj^y (ffc 
^ff2 187) &#fc (9. 6mg, 5 9%) 0 |*&g£R P L C/MSKlT* 
ftfc(8 6 0 /»), ESI/MS m/e 4 5 2. 3 (M + + H, C 2l H 24 F 3 N 5 

o 3 ) 

15 [^JfiW 8 11] (R) -3- [ [N— (2-T5/-5 - MLZ±±£2L£± 
^^y^fyU) ^jJvvK] 7-;y] -1- [4-gQP-3- (-^f^7;7) ^ 
!) (jk£-Vo&£,- 2 13 3) (7>a-)5fc 
(R) -1- (3-T$y-4-^PD-<>-v ; yl') -3 - [ [N- (2- (t e 
r t -Zf V^-sll^yS-J^T I J) - 5 - f !) 7;^n ? \) -> 

20 A-] 7?/] t'niJ^y (44. 9mg) , (0. 95mL) , g^®? ( 

0. 0 5mL) , *5«tT>*3 7%HCHOtK^ (0. 15mL) (Dfe&m^N a B 
H 3 CN (3 8mg) ZMz.tz 0 5 0 t-?-&tffiW Ltz 0 ^*T* 

&£flU 14l:2M NaOH«iSixf^Jpx., #$l!£#$t 

25 ar i an™ SCX#9-M^SlffiU * S —MZTfoftLtz. £j$&£2m' N 
H 3 ^^ ^y-^fK^ffl^T^tbt, SMSLfc. MS: 5 0%»ifi|fe/^*^> 

U Ml? 1 B#IB«# Lfco r. (DRfcmZ 5 M N a O H*»fifc-C p HIO 
KWfliU »St*^-el*W tfc (21), ttffl*4r£fr-frTNa 2 S0 4 -C«*fc, 

««Lfc 0 #hxtlc (sio 2 , 20% /. ? /-^/mm^fr) x-mm 

30 -fS^ttCj;!), (R) -3 - [ [N- (2-75/-5-MJ7/^n^fy^ 
yyVyW) ^JJi'/U] 75/] -1- [4-?db-3- (^^757) 
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en ■) ?y 2 13 3) (10. 9mg, 28%) 

SrRPLC/MS»dT*«>fc (9 5%). ESI/MS m/e 4 9 8. 3 (M + 
+ H % C 23 H 27 C 1 F 3 N s 0 2 ) 
i^MmS 12-814] 

1 lO^jfef^o-C^Lfc. ES I/MSf-^, JRS, *3it/JR^*l 6 K 



^ 16 









ESI/MS m 
/e 


iR* (mg) 


(%) 


812 


2134 


C24H28F3N5O4 


508.4 


19.0 


50 


813 


2135 


C24H30F3N5O3 


494.4 


21.8 


50 


814 


2136 


C 24H3oF 3 N 5 0 2 


478.4 


29.2 


69 



10 



15 



20 



25 



[3?Jfe#j8 1 5] (R) -3- f [N- ( 2 -T^y-5.- F!)7;^P^f/U 
^^'^^ gjjj^ -1- (3-^^75 7-4- t: Kn^-^y 

t°n y g£> (fe^ftS#2 15 8) cp-^Efe 
(R) -1- (3-T$/-4-b Kpdf^y-^) -3 - [ [N- (2- ( 
ter t -y bdrv^yU/I^A-TS /) - 5 - h }) 7;Vjru * sf 
757] fny-^y (27. 3mg, 0. 049mmo 1) % 3 7%HC 
HOmm (4. Omg, 0. 049mmol) , (0. 10m L) , £>=fclM 

9 /-As (1. 3mL) ©jg^lCNaBH.CN (9. 2mg) ^0xfc o i©£ 
l£»***6 0lC-e- Wttlft. MU--C?friPU Var i an™ SCX*7A 
{-^L, ^/-/MdTfffcftLfc (5mLX2) „ ±f$m£2M NH 3 ©^7 
(8mL) *ffl^T*fflU »ttLfc. 
'&btitzmZZ?tf (lmL) fc:*«fU 4M HClC^fylf 

(1. OmL) SrADx/Co ^fi"? 3 #IW«#SL ««SLfc„ (1 
mL) fc:8#U Var i an™ S CX# 5-MC*flfU * / -vHCTftfrL ( 
5mLX2) , 2M NH 3 W^/-;« (8mL) *ffl^T»ttiL7t. 2gi|g& 

. Mtlc (s i o 2 ) t-wsritat), (r) -3- [ [n- (2-7* 

7-5-h!)7^n^f;Ky^^) ^!)^yt/| 75/] -1- (3->?vU 




• 
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T^y -4- t Ko^i^O^V) t° ay Mk^##2 1 58) (4. 3m 
g. 19%) $g£RPLC/MS|CT*tofc (7 1%) „ ESI/MS 

m/e 4 8 0. 3 (M + + H, C 2 2 H 2 6 F 3 N 5 0 3 ) 

l£Mm 8 16] (R) -1- (3-T±^^T^y -4-/ h^-^^jy/U) 
5 -3- [ [N- (2-75 y- 5- L222jl±£2i±±^12£d!2k) ^!)^ T 
§_yj b°o y j£> q^fe#-^-2 15 2) (D^$L 

(R) -1- (3-75;-4-t Fndr->-0^) -3 - [ [N- (2- ( 
ter t-7^^^*'^7;7) - 5- h y 7/U*u* =f-j\,^<l/y°4 ;V) if 
y^U] 7?y] tfDD^y (50. 5mg) Otfyv^ (lmL) J£8efc % 

io isi(imL) ^dx/cc z<D&fcm&®)*m&x*-m®:Wi, /-^zmz. 

tc 0 mffife. 1M NaOH®®Ztoz.. ^^^-CttUBL, W^H^^Iitfe 
0 dUTLC (S.i0 2 ) -effimi-Z>Zk\c£<0. (R) -1- (3-7i??vW7$ 
y-4-/ h*l"<>i>^) - 3- [[N- (2- (ter t -7 b *i/U;\stf=. 
- 5 - h y > 5vl^^yV fr) 7 V is fr] 75/] f n i) 

15 

Wbtvtz (R) -1- ( 3 - 7tf /V7 5 / - 4 - > h ^y^/W) -3 - [ 
[N- (2- (ter t - 7 h v-#/U/tf^vV7 5 / ) -5- h!)7/^o/f;l/ 
^O-VV/W) i/yv-yw] 75 y] t°o U ^y?r5 oroSMii^co^^-dE-y-V^^ 
»#U M-C2B*ffl«#Lfc 0 5M NaOHMT'pHlO^U 
20 tttffitt, *4kff**ffiU #&TLC. (S i 0 2 ) -CttJM-Sr fclnj: !K (R 
) -1- (3-7tW5 y-4-y h^'OvM') -3 - [ [N— (2-7 

?;-5->!J7^o^f;i^<y/^^) yy^u] 7$/] k°ny>?> (fl-£ 

ft#f2 15 2) (3. 7mg, 8%) S:#t. >HSS:RPLC/MSKt*J!)fc 
(100%) „ ESI/MS m/e 5 0 8. 3 (M + + H, C 2 ,H 28 F 3 N s O 



mMms 17-819] 

1 60JSI^ot^)*lfc. ESI/MSr-^, Hxi *3j:t>'W£^l 7fC 



25 4 ) 



30 



^ 17 
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ESI/MS m/e 


Kfi (mg) 




817 


2150 


C23H25C1F3N503 


512.3 


3.8 


9 


818 


2151 


C24H26F3N505 


522.2 


3.1 


8 


819 • 


2153 


C24H28F3N503 


492.3 


4.3 


10 



[3lJfc0ij8 2 O] (R) -3 - [ [N — (2-7-;y-5-h'j7;^D>-^ 

5 b°n !) 18 9) (D-g-fiE 

**«8 0 8©*ffi|^ot^)SLfc (R) -1- (3-7^-4-tFDJf- 
v-O-^U) -3- [ [N — (2- (tert-^h^/^-;U7?y) -5 
-h^^tD^f/^y/^/u) ifVi/^] T$/] fay-;y (2 0mg) © 
THF (2mL) @fg{C, ^Mg»hya:f-/U (0. 2 0mL, 3. 3 M§*) £ 
10 fc?JJ -;=^p- h/Vai^/Ujfc*- h (1. 2m g ; 0. 4 31) ^AP^.fc 0 r 

^M^mmu BondEiut™ s mmx-f-fr/**;- 

#feilfc«$*riH»i^U"Cl. 5mL) fcig#U 4M HCiomty 
15 «SKS:Jpx.yt. gMWfU 5M NaOH*«-e P Hi 01: 

WftU ft»3i^Tf«iat3t. ttWi«£«8U ^TLC (S i0 2 , Btifet? 

4 : 1) -effimi-5Zk\c£V^ (R) -3- [ [N— (2-T 
5/-5- KM 7yU*D^^-yWO^>fyi/) ^}).»v] T 5 / ] -1- [ 
dj ^t^-5-^f/V) ^D|)i?y (fc^#f2 1'8 9) (0. 5mg, 
20 3%) |«ffS:RPLC/MS^T*»7t (97%) „ ESI/MS m/ 

e 4 6 2. 3 (M + + H, C , 2 H 2 2 F 3 N s O 3 ) 

[HM 8 2 1] (R) -3- r [N — (2-7^7-5- HJ7/M- P ^yU 
Cj^AfyW ^yyu] T^/] -1- j^yy [c] f7v>7^-5-^^ 
) fc'n !) ^> (Jkjt®&%2 18 3) (D^-Bfe 
25 5 - (t K^^fyP) [c] f7-^7^ (8. 3m gl 0. 0 5 

Oramo 1) , (H'^D^y^f-jU) #VX^U> (8 6mg) t fci^DD* 
/WA (lmL) (D^-g-^lC^^y^/U/JsnyU-^ d i; K (0. 0 04 2mL) £finx 
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, mmx*i'. 5mrmwLtz B r±b=-bv^ (imu t (r) -3 - [ [n- 

(2- (tert-y^->*^=^7^) - 5 - b ]) 7 >\<*X2 / <f-/W<*s*J 
)V) VD-y^l t'n'Ji/l/ (0. 0 6 0mmol) SriPx., SOrX'SI^ 

fflMWL1Z 0 mm&"(*$tMks 7x=;Ky^-h (3 0mg) £fiPx. uta 
5 -ClB*IBffi#U Varian™ SCX^77A|:M L> ^/^M5mL) t 
^nn*M (5mL) t-Tgfe^Lfe 0 £fi5c#)£2M NH 3 (W^y"/Wii (3 
mL) £ffl^T?£ttiU 2t$iLfc 0 

}|P)Jxf:«&^DD^y (lmL) WgflIU 1 M^nnFMW 
7^i:l M7i7-;K0^Dn>^iiS (lmL) %toz.tz<, ;:cDigf&&^ 
10 fit 5^1WU Var ian™ S C X# 5 -M-Affi U ^/-;^^dd 

WTLC (Si0 2 , f^cfW//- * / 3 : 1) 5. ^ £ <£ 9 

» (R) — 3 — [ [N- ( 2 - 7 5 7 - 5 - h y 7;^n ^ f /l/'O^/f yU) ?}) 

15 vvt/] - l- [^y* [c] f?^/-^- 5W^) fpy^y Mb' 

^#^2 18 3) (11. 5mg, 4 8%) £#fc 0 i?»&i£&R P L C/MS let 
jfc»fc (8 6%) . ES I/MS m/e 4 7 9. 2 (M + + H, C 21 H 2l F 3 N 

6 o 2 s) 

[#%0«J6] 4- [ [N— (1- (9 -y}V*V~;V* h^vofr/l^'^A-) b°D 
20 ]) v^-3-^ /W) #/W^^;M T $ / y gvlj -3-^^7i^ 

(R) -1- (9 --7)Vjr\s=.)V* b*r*ylJ)\<i$.-)V) - 3 -^!l *S)VT% J t° 
d U v?y • igfiSML (4. 38g, 1 Omm o 1 ) <£>DMF (6 5mL) 
m (0. 3mL) % b!)T± b*i/jmit*VM1' b » £A (1. 9 2 g) , *5J: 
25 CM 3 - (n^f->7i^«Wf;l') -^T^U-V ( 1 mm 
ol/g, 2 00 g) £»P;ifc 0 rO^-a-#5^2H#p B f )tg < t 9 Lfcft, ttiSLfco tt 

r£U:J:t>Bftj<l&&#fc (2. 7 3g) 0 

[^jte0*J8 2 2-9 1 2] 3-7?/t"Dy-y>©@ti^fe 
30 tB^-fS^A-^V^ (1. 6mmo 1 ) , HBTU (1. 6mmo 1 ) N *3«fctf 
DMF (6mL) 0>ft6-ttfc V 7° n tf^i^T 5 >" (3. 6mL) SrJjPxi. 
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10 



15 



2ftfflMb y Ltc 0 4- [ [N- (l- (9 -7y^u=/M h*ri/Jj;i>7fs~;u) 
=-t\sir*c*y*=f-)V-if,y 7,^\y^ (400mg, 0. 4mmol) ^P^ N 1 B#f?U 

nbiltzffim, k^y-^ (3. 2mL), 4oit/DMF (12. 8m L) <DB 
1 OftfflMt 5&i®L?t 0 $Jli£DMF<!;^nn^*>Tife#Li&*i 

rcD^Lfc^flg (0. 0 5raL) (CNa BH (OAc) 3 (0. 2 5mmol) 
, mm (0. 0 2 5mL) iDMF (lmL) <Dm&®$:toz.tz 0 ft^ZT/U 
7 s t K (2. 5mmol) &fln;*., 2«p|HHgi: KS U ;**/~/K 10% 
y 7"d t>xf ;V7 $ ytODMF^, DMF S S^nn>*>, JJitM* 
/— yMCTftjfLfc. Jstflg, tK (0. 0 5 0mL) N ^itf h ]) V/U^affim (0 
. 9 5mL) ©ffl^-jK4rl 1^18)16 i: 5^ JligLfc 6 4£Jj|£ n n > ^ >i > # 

/-Mzxmm,it B vmtim&'&trtk* mmttz 0 #f>fet»^var . 

i an™ SCX*7A|cML, *9J—H, ( 1 5 m L) \ZTm&U1t 0 
2M NH,C^/-yP (5mL) **fcfl|VvC*m U 

<&^T£>tUi\ 5>»TLC*fceHPLCfcJ;i)»i4-r5r^tiJ:t), IftiS' 
#7t 0 ESI/MSf-^, UXg, 43«fctfl&^£:£l 8l££<t£fc 0 



* 18 



20 









ESI /MS m/e 


ifcft (mg) 




822 


1805 


C21 H21 Br F3 N3 02 S 


516 


13.3 


76 


823 


1806 


C22 H24 F3 N3 03 S 


468 


12.8 


81 


824 


1807 


C22 H24 F3 N3 04 S 


484 


13.7 


83 


825 


1808 


C22 H24 F3 N3 04 S 


484 


14.9 


91 


826 


1809 


C21 H22 F3 N3 03 S 


454 


12.9 


84 


827 


1810 


C22 H22 F3 N3 04 S 


482 


12.9 


79 


828 


1811 


C24 H26 F3 N3 02 S 


478 


12.9 


79 


829 


1812 


C22 H24 F3 N3 02 S2 


484 


5.3 


32 


830 


1813 


C23 H26 F3 N3 02 S 


466 


12.8 


81 


831 


1814 


C23 H24 F3 N3 03 S 


480 


9.7 


59 


832 


1815 


C23 H26 F3 N3 02 S 


466 


12.7 


80 


833 


1816 


C24 H28 F3 N3 02 S 


480 


14.4 


88 
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834 


1817 


C25 H30 F3 N3 02 S 


494 


14.1 


84 


835 


1818 


C21 H22 Br F2 N3 03 


482 


13.4 


82 j 


836 


1819 


C22 H25 F2 N3 04 


434 


11.7 


79 


837 


1820 


C22 H25 F2 N3 05 


450 


11.8 


77 


838 


1821 


C22 H25 F2 N3 05 


450 


13.3 


87 


839 


1822 


G21 H23 F2 N3 04 


420 


11.9 


83 


840 


1823 


C22 H23 F2 N3 05 


448 


11.9 


78 


841 


1824 


C24 H27 F2 N3 03 


444 


9,1 


60 


842 


1825 


C22 H25 F2 N3 03 S 


450 


11.3 


74 


843 


1826 


C23 H27 F2 N3 03 


432 


10.8 


74 


844 


1827 


C23 H25 F2 N3 04 


446 


12.7 


84 


845 


1828 


C23 H27 F2 N3 03 


432 


11.7 


80 


846 


1829 


C24 H29 F2 N3 03 


446 


14.3 


94 


847 


1830 


C24 H29 F2 N3 03 


446 


10.0 


66 


848 


1831 


C22 H28 Br N3 03 


462 


4.8 


31 


849 


1832 


C23 H31 N3 04 


414 


10.4 


74 ! 


850 


1833 


C23 H31 N3 05 


430 


12.1 


83 


851 


1834 


C23 H31 N3 05 


430 


12.0 


82 


852 


1835 


C22 H29 N3' 04 


400 


7.9 


58 


853 


1836 


C23 H29 N3 05 


428 


11.1 


76 


854 


1837 


C25 H33 N3 03 


424 


13.3 


92 | 


855 


1838 


C23 H31 N3 03 S 


430 


8.7 


60 


856 


1839 


C24 H33 N3 03 


412 


11.3 


81 


857 


1840 


C24 H31 N3 04 


426 


12.9 


89 


858 


1841 


C24 H33 N3 03 


413 


12.8 


91 


859 


1842 


C25 H35 N3 03 


426 


8.7 


60 


860 


1843 


C25 H35 N3 03 


426 


12.2 


84 


861 


1844 


C26 H37 N3 03 


440 


11.3 


76 


862 


1845 


C31 H37 Br N4 02 


577 


6.4 


30 


863 


1846 


C23 H28 F3 N3 02 S 


480 


12.8 


81 


864 


1847 


C25 H31 F2 N3 03 


460 


12.2 


78 


865 


1848 


C27 H29 N3 04 


460 


6.1 


39 


866 ; 


1849 


C29 H31 N3 02 


454 


15. 1 


98 


867 


1850 


C28 H31 N3 02 


442 


12.7 


85 


868 | 


1851 


C28 H31 N3 02 


442 


14.3 


95 


869 


1852 


C28 H29 N3 03 


456 


3.4 


22 


870 


1853 


C27 H29 N3 06 S 


524 


15.4 


87 


871 


1854 


C29 H31 N3 04 S 


518 


15.8 


90 


872 


1855 


C28 H31 N3 04 S 


506 


17.0 


99 
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873 


1856 


C28 H31 N3 04 S 


506 


3.0 


17 


874 


1857 


C28 H29 N3 05 S 


520 


10.0 


57 


875 


1858 


C20 H22 Br2 N4 02 


511 


9.3* 


37 . 


876 


1859 


C21 H25 Br N4 03 


461 


6.7* 


29 


877 


1860 


C21 H25 Br N4 04 


477 


9.5* 


40 


878 


1861 


C21 H25 Br N4 04 


477 


10.0* 


42 


879 


1862 


C20 H23 Br N4 03 


447 


7.8* 


34 


880 


1863 


C21 H23 Br N4 04 


475 


3.4* 


14 


881 


1864 


C2.1 H25 Br N4 02 S 


477 


3.9* 


16 


882 


1865 


C22 H25 Br N4 03 


473 


6.4* 


27 


883 


1866 


C23 H29 Br N4 02 


472 


7.0* 


29 


884 


1867 


C23 H29 Br N4 02 


473 


7.6* 


32 


885 


1868 


C24 H31 Br N4 02 


487 


9.1* 


37 


886 


1869 


C20 H22 Br I N4 02 


557 


8.9* 


33 


887 


1870 


C21 H25 I N4 03 


509 


9.2* 


37 


, 888 


1871 


C21 H25 I N4 04 


525 


6.3* 


25 


889 


1872 


C21 H25 I N4 04 


525 


5.9* 


23 


890 


1873 


C2 0 H23 I N4 03 


495 


7.7* 


31 


891 


1874 


C21 H23 I N4 04 


523 


8.2* 


32 


892 


1875 


C23 H27 I N4 02 


519 


6.7* 


26 


1 893 


1876 


C21 H25 I N4 02 


525 


4.3* 


17 


894 


1877 


C22 H27 I N4 02 


507 


7.9* 


32 


895 


1878 


C22 H25 I N4 03 


521 


8.4* 


33 


896 


1879 


C23 H29 I N4 02 


521 


8.2* 


32 


897 


1880 


C23 H29 I N4 02 


521 


8.1* 


32 


898 


1881 


C24 H31 I N4 02 


535 


8.6* 


33 


899 


1882 


C20 H22 Br N5 04 


476 


5.3* 


22 


900 


1883 


C21 H25 N5 05 


428 


5.7* 


26 


901 


1884 


C21 H25 N5 06 


444 


8.2* 


36 


902 


1885 


C21 H25 N5 06 


444 


5.0* 


22 


903 


1886 


C20 H23 N5 05 


414 | 


8.7* 


40 


904 


1887 


C21 H23 N5 06 


442 


7.8* 


34 


905 


1888 


C23 H27 N5 04 


438 


5.6* 


25 


yuo 


•. 1889 


221 H25 N5 04 S 


444 


13.2* 


58 


907 


1890 ( 


322 H27 N5 04 


426 


11.3* 


51 


908 


1891 ( 


:22 H25 N5 05 


440 


7.4* 


33 


909 


1892 ( 


:22 H27 N5 04 


426 


5.5* 


25 


910 


1893 ( 


:23 H29 N5 04 


440 


5.7* 


25 


911 


1894 ( 


:23 H29 N5 04 


440 


9.4* 


41 
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1895 



C24 H31 N5 04 



455 



8.5* 



37 



[#%0SJ 7 ] 2-fl^< J E-'f/l'- 1- (4-^DQ^yy ; /P) fc°P U 
d 1 -7°n \) y7 5 K • (2. 5 g, 2 1. 8mmol) COTi? h !1 

5 (3 5mL) gfffilC, Mlif/Ur^ (7. 4 5 m L) M-^npX^ 

*dJJK(3. 88g, 24. lmmol) SrAPxfc. £ G£0&8MMfe& 7 OtTO 
4BWB, «^T2 5tfl 6l$|f81f#Lfc. ibM^ft^DD^^y (2 
OmL) "CfcJRU TKX'gfe^Lfc (3 0mLX3) 0 tSiiffiL (MgS0 4 ) 
, j&*§b/c 0 ^^^77^- (Si0 2 , / niM*» \zX<0 

10 2 -^/W^^f/u- l - (4-?DDKy^) t'P U v'ylrifc (5. 2 1g, 
8 1 %) . 

[#%#J 8 ] 2- -1- t'opi/ycp 

2-lJ)\''^4 enU-^y^iM B H 3 — TH 
15 F (9. 4mL) KltWHU 7 0°C^»tfc o 1 6 i^ffl t 2 5 B#F H ^<D 2 [eh £ 
bl-lM BH 3 — THF (0. 5S1) Z1mZ-tc. 4 OBSfflgK MffiR&flDX.* 3 
NfFb1j1^$*s 3Mi£^ (6mL) ^APx., R(&«l*$P>»w3B*raAlllS!Hft*PU*:. 
25 c C*-C^iPL, 6M NaOH^RKtT/^yttH, ^ntM*>( 
4 X 1 5mL) IC-CfintBU^.. *n-^ h^?;7-f — (SiO z , Pr OH/H 2 0/ 
20 NH 4 OH = 8 : 1 : 1) 5 r t \C ± 9 , 2- (T S / * fvW) -1- (4 

- ^ DD^y^) t°Di)i?y (i. 2 1 g . 8 6 %) fc#fc 0 
£"bl^ 3t^W»tt* (S) -2- (7$/^^) -1- 
foyi/yi: (r) -2- (75/>f/u) -1- fc° 

25 Lfco 

(S) -2- -1- t"D|jv;y : 'H 

NMR (CDC 1 3 , 4 0 0MHz) 8 1.40-1.80 (m, 5 H), 1.80-1.95 (m, 1 H) 
, 2.12-2.21 (m, 1 H), 2.48-2.65 (m, 1 H), 2.66-2.78 (m, 2 H), 2.85-2.95 (in, 
1 H), 3.26 (d, J = 13. 2 Hz, I H), 3.93 (d, J = 13.2, 1 H), 7.20-7.40 (m, 4 
30 H) 
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10 



15 



20 



(R) -2- (75y^f;L-) -l - (4-^ dd/<^) t'n !) i^yft ( 
S) -ftttfttl^D'H NMR*/TLt ( 

[**«9 13] 2- [ (N ;y/>f^n^^l/) T$y>^/U] - 1 - (4 

p p^y^) fc°n jj ^ (fc£to##3 4 4) tP^fiK 
2- -1- fc'D!)-^ (2 2. 5m g 

, 0. lOmmol) id l-'O^/^^^ (0, 12mL) C^dd*^ 
A (lmL) EDCI (2 3mg) , HOB t (16. 2mg) , fcitf 

h!)xf;i,T$> (15. 2 M L) ZMtLs 2 5 "C"? 1 6 tiffflMW Ltz 0 r<D£j£ 
m&®Z, i/?uut#> (0. 5mL) T*%#?U 2M NaOHTk^fg (0. 
7 5mLX2) T'ftfrU PTFEiT'Ii§t5^iiaoTgIU ««N"5r 

ii-itp^ 2- [ (N O'^AfyUD-f v/yw) T 5 _ x _ ( 4 _^ Dn 

-<VvvP) IfDjI^ (ft^Sf3 4 4) «r#fc (7 4mg, £ftft) . 
RPLC/MStT#ftft (8 5%) „ ESI/MS m/e 44 2 (M + + H, 
C 23 H 32 C 1 N 3 0 2 ) 
[^Jtfll 9 1 4-9 3 3] 

x*m v * 3 £ , «t«t# 5 m# ± tfRjsay &/b v > r mmm 9 

13©^ffi|:fot^Lfc 0 ^S-C**Ltf, (HPLC-C, 
8 , 7th=h!)/U/H 2 0/TFA) -C««U S ttfc&T F Ai££ LT#fc 0 E 
S I/MSf-^ IR* % *5±tWR*«r*l 9fc*£*fc. -ft^#-^3 3 

9i3 4 0IK|imTfe©l H NMR^ L/t 0 



S 19 



mmm 






ESI /MS m/e 


*i (mg) 




914 


330 


C21 H24 CI N3 02 


386 


75* 




j 915 


331 


C22 H26 CI N3 02 


400 


44* 


70 


916 


332 


C24 H30 CI N3 05 


476 


57 




917 


333 


C20 H23 CI N4 02 


387 


40 




918 


334 


C22 H26 CI N3 02 


400 


68 




919 


335 


C21 H23 CI N4 04 


431 


73 




920 


336 


C22 H23 CI F3 N3 02 


454 


75 




921 


337 


C22 H26 CI N3 02 


400 


68 




922 


338 


C22 H26 CI N3 02 


400 


70 
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923 


341 


C22 H26 CI N3 02 


400 


80* 




924 


342 


C22 H26 CI N3 02 


400 


68 




925 


343 


C24 H30 CI N3 02 


428 


63 




926 


345 


C23 H27 CI N2 02 


399 


68* 




927 


346 


C23 H26 CI F N2 03 


433 


51 


saw 


928 


347 


C24 H29 CI N2 02 


413 


47 




929 


348 


C23 H27 CI N2 02 


399 


26 




930 


349 


C21 H25 CI N2 03 S 


421 


42 




931 


350 


C26 H33 CI N2 03 


457 


12.4 


54 


932 


351 


C22 H26 CI N3 03 


416 


34 


81 


933 


352 


C22 H25 C12 N3 03 


450 


51 





[sHJ&tf'J 9 3 4 ] 3 3 9 :8 2%; 'H NMR(CDC1 3 ) 6 1 

.52-1.75 (m, 4 H), 1.84-1.95 (m, 1 H), 2.10-2.20 (m, 1 H), 2.67-2.78 (m, 1 
5 H), 2.80-2.90 (m, 1 H), 3.10-3.20 (m, 1 H), 3.25 (d, J= 13.1 Hz, 1 H), 3.5 
0-3.60 (m, 1 H), 3.89 (d, J = 13. 1 Hz, 1 H); 4.28-4.20 (m, 2 H), 7.00-7.05 
(m, 1 H), 7.12-7.29 (m, 4 H), 7.51 (t, J = 7. 8 Hz, 1 H), 7.74 (d, J = 7. 8 H 
z, 1 H), 7.99 (d, J = 7.8 Hz, 1 H), 8.10-8.27 (m, 2 H) 

■ '[HJ£0y 9 3 5 ] ibi^##3_4_0 : 6 8 % ; 1 H NMR(CDC1 3 ) 8 1.5 
10 5-1.73 (m, 4 H), 1.86-1.97 (m, 1 H), 2.12-2.21 (m, 1 H), 2.67-2.76 (m, 1 H) 

, 2.86-2.93 (m, 1 H), 3.14-3.21 (m, 1 H), 3.27(d, J = 13. 1 Hz, 1 H), 3.52-3 

.59 (m, 1 H), 3.89 (d, J = 13. 1 Hz, 1 H), 4.09-4.21 (m, 2 H), 7.00-7.07 (m, 
1 H), 7. 12-7.30 (a, 4 H), 7.50 (t, J = 7. 8 Hz, 1 H), 7.73 (d, J = 7. 8 Hz, 

1 H), 8.01 (d, J = 7. 8 Hz, 1 H), 8.10-8.25 (m, 2 H) 
15 [#%#<J9] 3- (T$/^fvU) -1- ¥u»j/y<D 

4-*/m?*S/-l- \fu >J Vs- 2-*y (5. 05 

g, 2 Ommo 1) , EDCI (2. 8 5 g, 2 2 mm o 1 ) , HOB t (2. 9 
7 g x 2 2mmo I ) N joi^PD^^^ (l OOmL) <D\%^ 0 . 5M 
20 rV^ — TWlr^yrVWfc. (60raL, 3 Ommo 1) £Anx.fc 0 

^■kWmr^X 5mffl&tWL. 2M HC1 (3®) t2M NaOH*»S (1 

oomLx4) -emftLtc. mmm^m^m^^^yy^nm. mm. mm-t 



10 
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^-^^^ 4 -1lfl"<*4fl,- i - fcrnJJ^-2- 
(1. 4 9g) iifeoifttutifc, 

4-#/W<^,u- i - fc°n y v?>-_ 2 (1.4 

9g) OTHF (15mL)»»tl. 0M BH 3 0THFg« (2 5mL) 

fc»*Lfc. * (3 0mL) tSiL^ (lOmL) H^10 0tt2 

NfFal ffll-eilWBW^Lfc. 2M NaOHTktttt (lOOmL) **Pi, Jftft 

(5 0mLX3) T'ttffiLfc 0 IfHit^T, K 2 C0 3 tm 
»«Lfc 0 A7A^nvK77^ (Si0 2 , 1 5 %y ? J 5 % y. y ^f- 

-eJMM-srtfcj:!), 3- (rsyy^i/) -1- 

tay^ (8 6 0mg, 19%) ^ifejft^i LT# 

[«W<I 1 0 ] 1- -3- r (^'J^T^y) y=?vU 

3- (T^yy^vU) -l - (4-^0^/1,) t'nWy (86 0mg, 
3. 8mmo 1) , h y ^/U7 § V (5. 7 mm o 1 ) % N- t e r t h * 
^fo^y^(7 0 4mg), EDCI (5 94mg) 1 HOBt (6 7 
3mg) s &&W?vti*#y (2 0mL) OA^fe^MTl 5l$|tgjf#Lfc 
„ ^DD^^y (5 0mL) fcJnx., @$£2M NaOH*»» (50mLX 

2) Tgfe^u >at?(6e mm. mm-tzzktjL^ 3- a 

N- (tert-yh^/U^) yy>>/U] yy ?vl/J - 1 - ( 4 _^ 
n o^Vi^) tfn y W ( 1 . 31g, 9 0%) 

3- [ [N- ( t e r t -y h^^>WzK=/U) ^yi//l/J 75y^f;p] _! 
- (4-^ D ^;H foy^v (804m 6> 2. llmmol)©^; 

(lOmL) HffiC4M HCIO-mty»« (5mL) fctoxfc. 
-?3. 5lM||WLfc{t, jRJiL, 1M NaOH*i« (2 0mL) £AP;ifc 0 
^ DD ^ y (20mLX3) flfflU ttfcbfcfc&frtf-C, «thy^Af 
»«f SwiliJc l- (4-^od^>^ix) -3- [ (^y^x* 
y) tny-yy (5 9 9mg, 100%) fcfcfc. ««£RPLC/MS 

30 |dT**fc (10 0%) . ESI/MS m/e 2 8 2. 2 (M+ + H, C 14 H, 
oC 1 N 3 Q) 



15 



20 



25 
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[^1M9"3 6] 3- [ [N- [3-HJ7^P^f;^y^/l^) ? V 
] 7% J t'f-A'} -1- \?a Pit's (-fb-g #)# ^ 14 6 3 

) <D&fSL 

3- ( hV <<l/*/4)V>? □!) K ( 0 . 0 5 8mrao 1 ) (Di/V 

5 dd^^^ (o. 2mL) 1- -3- [ is 

AST X J) /fVW] tf n y (0. 0 5 Ommo 1 ) <DV nn^UA (0. 2m 
L) femtt'sOJi/y tf'/l'Tiiy Xf-l/y (60mg) <D*s9xixi}9s (lmL 

) mmom&mzMz-tc. 2. smrmwLtcm. j 

-A-(0. 3 0mL) ^Pi, rOEJtl^^Va r i a n™ SCX^-MC^ 
10 ffiU (15mL) -eSfej^Lfc. 2M NH 3 (D^/-^ ( 

5mL) ^f££fflV>-C?ttijU (3- [ [N- [3-MJ:7 

/M-n^fvU^^yVA-) T5/^fvU] -1- 

) t'nyv>y «fc-£$>#-§- 1 4 6 3 ) (2 2. 4mg, 9 9%) „ 

PLC/MS(Cl-C*fefc (9 7%) 0 ESI /MS m/ e 4 54. 2 (M + + H 
15 % C 22 H 23 *C 1 F 3 N 3 0 2 ) 
[MMM 9 3 7-9 4 4] 

3 6<D%mz%^X&f$LTz 0 ESl/MSr-^, *5 itfUX^SrS 2 0 tc 

20 31 20 









ESI /MS m/e 


Iftfi (mg) 


&m (ft)" 


937 


1464 


C22 H23.C1 F3 N3 03 


470.0 


21.0 


89 


938 


1465 


C23 H22 CI F6 N3 02 


522.0 


24.5 


94 


939 


1466 


C21 H23 Br Cl N3 02 


466.0 


20.8 


90 


94 0 


1467 


C21 H23 C12 N3 02 


420.0 


19.6 


93 


941 


1468 


C21 H23 Cl N4 04 


431.2 


19.5 


91 


942 


1469 


C22 H22 Cl F4 N3 02 


472.0 


21.8 


92 


943 


1470 


C21 H22 C13 N3 02 


456. 0 


22.1 


97 


944 


1471 


C21 H22 Cl F2 N3 02 


422.0 


20.9 


99 



[Hii^J 9 4 5] 3- [ [N— (2 -75/ -4, 5 - 
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10 



15 
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g V */>V~\ 7^/^ - 1 - (4 - ^ xx u^ls'Jjy) fc°a \) 2^ 

1 50 6) (D-nf& 

1- -3- [ (Wis/UTS.;) **f-tV\ ( 

0. 0 5 Omm ol) on^A (1. 35m L) iter t-^ /— yU ( 
0. 05mL) (O&fciC, 2-7?y-4, 5 - v^/lofD^.g.^ (o . 060 
mmo 1) , *M V7ta\;fl,jjA,tfi?4 % \t ( 0 . O6 0mmo 1) feit/HOB 
t (0. 060mraol) %Mz_tz 0 : ©HJSS^^ifif 1 9 ^f B li^ Lfcf 
, Va r i a n™ S C X%9MZ&ffi U *9J—fr/9 BD^A= 1:1(1 
OmL) ty^y-yu (lOmL) T*i5fe^Lfc 0 2M NH 3 ©^/- 

* (5mL) *«Srffl^T»ffiU «Ht-r5ii:{J:«tD. 3- [ [N- [2-T$ 
/-4, 5-^7;M-n-<y>yV^) yy^v] T5/y^] - 1 - (4-*n 
a-i^yU) b° D y^>- (M#fl 5 0 6) *ntz (2 2. Orag, £fi#}) 
.MMRPLC/MS|:ttW:(9 2%) t ESI/MS m/ e 4 3 7 ( 
M + + H, C 21 H 23 C I F 2 N 4 0 2 ) 
[*»«9 4 6-9 5 2] 

**W-C/Bv *3fc£>«&«r N 5M***5 i^SJS^JSrfflV^mig^l 9 

4 5©»l«oT^Uc 0 ESl/MSr-iC, HxS, *3£tfifc^£§t 2 l ir 



M 21 



20 









ESI /MS m/e 


ifcfi (mg) 




946 


1506 


C21 24 Br CI N4 02 


481 


20.6 


86 


947 


1507 


C21 H24 F CI N4 02 


419 


21.7 




948 


1509 


C27 H28 CI N3 02 


4 62 


26.5 




949 


1510 


C21 H24 CI 1 N4 02 


527 


22.0 


84 


950 


1511 


C19 H21 Br CI N3 02 S 


472 


23.7 




951 


1512 


C21 H24 C12 N4 02 


435 


22.3 




952 jj 


1513 


C27 H28 CI N3 04 S 


526 


24.6 


94 



[#%^Jll] 1- (4-y 7 PPKy^) -^zj^^^cD^fig 

K(6. 42g, 39. 9mmo 1) fc ! Pr 2 NE t 
(7. 74g, 40. Ommol) £\ —^a^^Ifcx^vi/ (6. 2 9 g N 4 0. 
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Ommo 1) OTth=HI/U (l5mL) ^{ClJPxfc, ;©S)5MH0 
X:-C1. 5»*|S!ft#LfcSL MfiKfcJMETKBft* Lfc. SSSEKHfrfaN a HC0 3 *& 
j£ (5 0rnL) SrAlJx. ftgrtfvU ( 1 0 0 m L) T'tttULfco WififfiftNa 

HC0 3 *&Sn?ifei£U Na 2 so,t?KiLfc, m^WLBTicm^ir^z £ (C«t 
5 9, 1- ^a^K^^^Stfe©*****^ LTtffc 

(11. O g> 9 7. 8%) o w(Dt©fifili!-rS^t<C<ffifflLfc. ffift&RP 
LC/MS^X*fe7t (9 7%). ESI/MS m/e 3 8 2. 2 (M + + H, 
C 18 H 21 C 1 N0 2 ) 

L i OH (1. 6 6g) <DH 2 0 (2 5mL) 1- 
10 ) =/<3f^jfyKDTHF (6 0mL) Mt^Pxfc 0 r©SJ6jB^Sr^ffi. 

^vh^77^ (Si0 2l 5 o%^;-/u-^Do^y) fc-CRKU 
1- =^=i^vgfc (9. 7 5g, 9 8. 2%) SrHfifeT 

^7r^lfttl/mfc 0 M^SrRPLC/MS^-CJtcfcfc (>9 5%) „ E 
15 SI/MS m/e 2 5 4. '0 (M + + H, C 13 H 17 C1N0 2 ) 

1 2 ] 1 - -3 - [ (t e r t-^F^>^ 

1 - (4-^ Do^y-^l/) --ira^gg (7. 0 6 g, 2 7. 8mmo 1 ) (D l 
BuOH (5 0 0mL) JgMt^ HJif;V7 5y (3. 3 8g) <hStt^Lfc3 
20 (3 0g) ZMiLtZo i?7 ^-fr-fc^-fry >VTi?Y (8. 5 8 

g) £*q;U r^R^^^jl^T, i8WWLt 0 i£iPU &$:£$/±T 

KH&*LfciL m&ZW?®*- 1 ?-* (5 0 0mL) K?£fi?U «Jl£S&fnNaHC 
0 3 *^?& (lOOmLX2) (5 0mL) TfftHK ^ (Na 2 SOj , 
®I£T^mffiLtz 0 ?a^h?y-7J~ (Si0 2 , 2 5%mm^^ 

25 izXVmmL, 1- -3 - [ (tert-7F^M' 

-/U) 75/] V^i?* (2. 9 5g, 3 2. 6%) £ fife^M®^ LT# 
fc 0 'H NMR (CDC 1 3 , 3 0 0MHz) 5 1.4-1.75 (br, 4 H), 2.2-2.7 ( 
br, 4 H), 3.5 (br, 2 H), 3.8 (br, 4 H) , 7.3 (br, 4 H) ;I^RPLC/MS 
Ct*l!)fc (>9 9%). ESI/MS m/e 2 6 9. 2 (M + + H-5 6> C 

30 17 H 26 C 1 N 2 0 2 ) 

1 3 ] 3-757-1- (4-^dp^>^) fc°^<!J v^(£>^)$ 
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10 



15 



20 



1- - 3 _ [ (tert-^^to) 7%/ 

] tT^JJs;^ (2. 55 gl 7. 8 5mmo 1 ) (Dtfi ( 2 5mL) ®m\Z 

s 1M HCl-Et 2 0 (5 0mL) &Mz.tz 0 Z ©Rj&g-g-ft 2 5°CT' 1 5H# 
Wa*?Lfc e »«S:«ETIc|fe*L, 3-T5/-1- f 
^y^'-ifiKiSSrT^/u^r^ttHfrirLT^fc (2. 4 9g, £fi#j) , ft 
HSrRPLC/MStt*lOt (>95%) „ ESI/MS m/e 2 2 5.2 
(M + + H, C 12 H 18 C 1 N 2 ) 

C^lS0!l9 5 3] 1- (4-»dd^) -3- r fN— (3-^?vl^<> 

N- ^^(10. 6mg, 0. 0 5 5mmol) 

, EDCI (10. 5mg) *5±tFl-t Kn^^W h » T )/-sUt)<%\®) (7 
. 4 g ) l- s» . r£^J£ (i 

4. 9mg, 0. 0 5 0mmol) iMlif/VJ^y (15. 2mg) CD* D 
o*/W> (2. 5mL) »«sfcjpifc„ i©KJSS£4&£2 5°C-?1 6B3TO#L 
, 2 N NaOH*»« (2mLxZ) (lmL) -eftj^Lfc. PTF 

Emic£5mw&, ifi^iETtiiu 1- (4-?c.d^) -3 - c 

[N- (3->9vW<>i/^) ^y^/W] tV^i/y «fc^#f 3 5 

5) (17. 4mg s 8 7%) 0 M%%R P L C/MS IdT*** (9 7% 

)o ESI/MS m/e 4 0 0 . 0 (M + + H, C 2 2 H 2 6 C 1 N 3 O 2 ) 
9 5 4-9 8 2] 

5 3©^|:ftot^Lfc. ESI/MSf-^ IRS, toXtm*** 2 2 |C 



25 



^ 22 



3»J 






ESI /MS m/e 


&sk (mg) 




954 


354 


C21 H24 CI N3 02 


386 


16.1 


83 | 


955 


356 


C20 H23 CI N4 02 


387 


19.4 


100 


956 


357 


C22 H26 CI N3 02 


400 


16.8 


84 


957 


359 


C22 H26 CI N3 02 


400 


8.9 


17 


958 


360 


C22 H25 CI N4 04 


445 


25.6 
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! 959 


361 


C23 H27 CI N2 02 


399 


15.5 


29 


960 


362 


C24 H29 CI N2 03 


429 


12.4 


58 


961 


363 


C21 H25 CI N2 02 S 


405 


22.2 


JEfttt i 


962 


364 


C24 H29 CI N2 04 


445 


20.7 


93 


963 


365 


C24 H29 Cl N2 02 


413 


15.6 


75 


964 


366 


C23 H26 Cl F N2 03 


433 


21.6 


100 


965 


367 


C23 H27 Cl N2 02 


399 


11.9 


60 


966 


368 


C22 H25 Cl N2 02 


385 


16.0 


83 


967 


369 


C22 H24 C12 N2 02 


419 


13.9 


60 


968 


370 


C26 H33 Cl N2 03 


457 


15.9 


54 


969 


371 


C25 H31 Cl N2 03 


443 


19.6 


84 


970 


372 


C21 H25 Cl N2 03 S 


421 


23.0 




971 


373 


C23 H28 Cl N3 02 


414 


19.1 


92 


972 


374 


C24 H30 Cl N3 03 


444 


18.6 


84 


973 


375 


C23 H27 C12 N3 02 


448 


18.0 


80 


974 


376 


C24 H30 Cl N3 03 


444 


19.6 


88 


975 


377 


C25 H31 C12 N3 02 


476 


20.7 


87 


976 


378 


C27 H33 Cl F N3 02 


486 


23.9 


98 


977 


379 


C25 H30 Cl N3 03 


456 


33.3 




978 


380 


C24 H30 Cl N3 02 


428 


9.8 


46 


979 


381 


C21 H26 Cl N3 03 S 


436 


10.3 


47 


.980 


382 


C22 H26 Cl N3 03 


416 


24.4 i 




981 


383 


C22 H25 C12 N3 03 


450 


27.5 





[3U&0iJ9 8 2] Jb-fr#)#-f- 3 5 8 : 8 8 % ; 1 H NMR (CDC1 3 ) 5 1.5 
3-1.75 (m, 4 H), 2.12-2.20 (m, 1 H), 2.37-2.50 (m, 2 H), 2.53-2.61 (m, 1 H) 
, 3. 38-3. 50 (m, 2 H) , 2. 53-2. 61 (in, 1 H), 3. 38-3. 50 (in, 2 H) , 4. 06-4. 20 (m, 
5 3 H), 7.10-7.13 (m, 1 H), 7.18-7.30 (m, 4 H), 7.59 (t, J = 7.8 Hz, 1 H), 7 
.79 (d, J = 7. 8 Hz, 1 H), 8.0.1 (d, J = 7. 8 Hz, 1 H), 8.11 (s, 1 H) 
[##0"J 1 4 ] 1-^^-4 - [ [N— (t e r t -Zf h =frSot7/Utf = ^) 
£ 9 *y>v~\ 7?;] fc°^ V i/y(D&f& 

4-7$;-l-<y->^^^ (3. 8 0g, 20mmol) C'^dd 
10 (40mL) N- (ter t-yf^yU/f-^) WsS (3 

. 4 8 g, 2 Ommo 1 ) , EDCI (4. 0 2 g, 2 1 mm o 1 ) , 3oJ:T>*HO 
Bt (2. 83g. 21mmol) %Mx.tz 0 Z ©RjSfi^Sr^fit? 1 2 B^fflffi 
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tfLfcSL 2M NaOH^iPx.fc 0 U *«*S^on**> 

T'^ffiLfc (2 0mLX2) . #«B*£;b*-OjC (2 0mL) 38*1**** (2 

■ft? k$ n-v K 

^77-/- (S i 0 2 , Sg|if /U/^ ^ ; )^ y xf ^7 $ y = 8 5:12: 
5 3) -C^gi-f 5r<tt£j;i9, 1-^^-4- [ N _ ( tert _y h# .^ 
^ y T 5 / t°-< y S^^Srfffc ( 6 . 5 9 g % 9 5 %) . 

[##W15] (£JTv7U7^y) fa'^y^^Q^-Bfe 

[N- (ter t-^F^^to) 
h°^y^> (6. 5 9g) (»*9J—il> (8 OmL) 4M HCIOi?* 

10 ^•y-^^SrAPx.fce r©»«SrSn?2«Fll|«»Lfc. 2M NaOH 

(2 OmL) £flB;i, '^DD^y (4 OmL) "Cffiffi L, tttmfcSr^fe 
*T«*«[»^-MI ^Atm »«Lfc. *7A^D7h^7^ (Si0 2 , 
mm^/ls/*?/— /l>/hi)^/UT*>=8 5 : 1 2 : 3) "CftlM- 3 £ £ I;: 

(^yw^y) b'-ty^y (3. 9i gl 8 3%) & 

15 ^fc.^H NMR (CDC1 3 > 4 0 0MHz) 6 1.47-1.59 (m, 2 H), 1.59 (b 
r, 2 H), 1.76-1.96 (m, 2 H), 2.10-2.19 (m, 2 H), 2.75-2.87 (m, 2 H), 3.29 ( 
s, 2 H), 3.50 (s, 2 H), 3.65-3.89 (m, 1 H), 7.15-7.23 (m, 1 H), 7.23-7.33 ( 
m, 5 H) 

%<Dm<o 4 - r *sivr ^-l-^y^tvy^ 5 to 

4- (J-75=yV7§/) 2. 4 6g, 5 1% ( 

2Ig) . 

( (S) -0^-^75;) tV^y^V: l. 7 8g, 7 4 

% (2 IS) . 

25 l—i^vvl— 4- ( (R) -D-f^u7?;) 1. 4 8g, 6 1 

% (2 IS) . 

[^Jfe0ij 9 8 3] 4- (N-^<>-y^yUiy'!) yylQ 7 g / - 1 -^^yUtf^ y 
(-(b^#^-3 8 6) <D&f& 

>\s (0. 0 60mmo 1) ©^pd*;I/^ (0. 4mL) 
30 1-^<>v?/U-4- (?'DWU7?y) fc'^y^V (0. 0 5 0mmol) t h y 
^fvWT^ V (0. 0 7 0mmol) ©^no*M (1. OmL) ^(dinx-fe 
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mm (1. 04mmol/g, 50mg, 5 Oram o I ) £A0X., MT*12B$Fb1 
S£?L*: 0 RfS^i-n ^)$riSi§ L, »-^dd (0. 5mL) -CgfcfrL 

fc„ ttiftlS^tt^ i^pa^y (4mL) £AP;t, »2M Na 
5 OHtK^ (0. 5mL) "Cft^U 4- (N-^/^?" U 75/- 1 

-^yvvVfc^JJ v?^ (^tl#^-3 8 6) £#/c (11. 3m g, 6 4%) 0 
g&RPLC/MSKTJfi&fc (94%) o ESI/MS m/e 3 5 2. 0 ( 
M + + H, C 2 iH 26 N 3 0 2 ) 
[HJfctfiJ 9 8 4 - 1 0 3 4] 

9 8 S^&trftoT-^LfCo ESI/MSf-^, *5 J:tm3S£3? 2 3 

^ 23 









ESI /MS m/e 


*ZS (mg) 


^ {%) 


984 


384 


C22 H26 CI N3 02 


400 


60.0 




985 


385 


C21 H23 CI N4 04 


431 


58.7 


91 


986 


387 


C25 H27 N3 02 


402.5 


15.5 


77 


987 


388 


C21 H24 N4 04 


397.0 


16.2 


82 


988 


389 


C23 H27 N3 04 


410.0 


16.2 


79 


989 


390 


C22 H24 F3 N3 02 


420.0 


17.4 


83 


990 


391 


C22 H23 F4 N3 02 


438.0 


18.4 


84 


991 


.392 


C22 H24 F3 N3 03 


436.0 


17.1 


79 


992 


393 


C21 H24 Br N3 02 


430.0 


18.0 


84 


993 


394 


C21 H24 CI N3 02 


386.0 


16.4 


85 


994 


395 


C21 H24 Br N3 02 


430.0 


17.2 


80 


995 


396 


C21 H23 F2 N3 02 


388.0 


15.1 


78 


I 996 


397- 


C21 H23 C12 N3 02 


420.0 


11.7 


56 


997 


398 


C22 H27 N3 02 


366.0 


13.1 


72 


998 


399 


C26 H29 N3 02 


416.0 


15.8 


76 i 


999 


400 


C22 H26 N4 04 


411.0 


17.4 


85 


1000 


401 


C24 H29 N3 04 


424.0 


16.9 


80 


1001 


402 


C23 H26 F3 N3 02 


434.0 


17.7 


82 


1002 


403 


C23 H25 F4 N3 02 


452.0 


18.6 


82 
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Ad A 


CZ3 H26 F3 N3 03 


450.0 


17.8 


79 




A fi ^ 


C22 H26 Br N3 02 


444.0 


17.9 


81 


1005 


4 U O 


CZ*: HZb CI N3 02 


400.0 


15.5 


78 






H26 Br N3 02 


444.0 


17.8 


80 


1 DH7 
1UU/ 


! H Uo 


C22 H25 F2 N3 02 


402.0 


15.6 


78 ] 


1UUO 


*j u y 


C22 H25 C12 N3 02 


434.0 


17.6 


! 81 




410 


C25 H33 N3 02 


408.0 


16.2 


79 


XU1U 


$! /ill 
411 


C29 H35 N3 02 


458.5 


18.8 


82 


1 Ull 


412 


C25 H32 N4 04 


453.0 


19.4 


86 


1 VIZ 


413 


C27 H35 N3 04 


466.0 


19.8 


85 


lUlo 


414 


C26 H32 F3 N3 02 


476.0 


20.2 


85 


1U14 


415 


C26 H31 F4 N3 02 


494.0 


20.5 


83 


1U15 


416 


C26 H32 F3 N3 03 


492.0 


19.5 


79 


1016 


417 • 


C25 H32 Br N3 02 


486.0 


19.1 


79 


1017 


418 


C25 H32 CI N3 02 


442.0 


17.7 


80 


1018 


419 


C25 H32 Br N3 02 


486.0 


20.3 


83 


1019 


420 


C25 H31 F2 N3 02 


444.0 


18.6 


84 


1020 


421 


C25 H31 C12 N3 02 


476.0 


19.4 


81 


1021 


422 


C25 H33 N3 02 


408.0 


14.4 


71 


1022 


423 


C29 H35 N3 02 


458.0 


16.4 


72 


1023 


424 


C25 H32 N4 04 


453.0 


18.1 


80 


1024 


425 


C27 H35 N3 04 


466.0 


16.4 


70 


1 o c 

1025 


426 


C26 H32 F3 N3 02 


476.0 


17.3 


73 




427 


C26 H31 F4 N3 02 


494.0 


18.8 


76 


1027 


428 


C26 H32 F3 N3 03 


492.0 


18.4 


75 


1028 


429 


C25 H32 Br N3 02 


486.0 


17.9 


74 


1029 


430 


C25 H32 CI N3 02 


442 . 0 


±D . / 


71 


1030 


431 


C25 H32 Br N3 02 


486.0 


17.7 


73 


1031 


432 


C25 H31 F2 N3 02 


444.0 


16.6 


75 


1032 


433 ( 


325 H31 C12 N3 02 


476.0 


18.7 


78 


1033 


1016 ( 


222 H23 CI F3 N3 02 


454 


32.5* 


53 


1034 


1017 < 


221 H24 CI N3 02 


386 


55.2* 





5 -s<^$ % K (6. 40g, 5 0 mm o 1 ) <DT± b =• b V A- (l 5 OmL) t 




WO 00/69432 



PCT/JP00/03203 



2 9 5 



rc^/-yU (2 OraL) f> *J mfyU7 § ^ ( 7 . OmL, 50mmol) 

H-^dd^^o!) K (8. 05g, 50ramol) £A0;t7c o 
»£ft*5 OlCTM 6»*|>J«#Lfc. MtftiPft, «&fPNaHC0 3 **at (50 
mL) <h7K ( 1 5 OmL) £SQx., g^g|:r.f-yU (1 5 OmL X 3) T'ttfflL, Wltti 
5 $£&i&7kT*Sfc#L7t 0 Na 2 S0 4 Ti£*&L, iiLt»©i*^#fc„ r<Dffi 
SIBft£^-- tvP (10 OmL) Ti5fcfrL. 3 -y&yW^ 1 - (4-^dd 
-O-v^) fcV<y S?>£#?t (6. 9 8g, 5 4%) 
[###J 1 7 ] 3- (7^y^f;H -1- (j^PDfyy^) \f^V^> 

10 3 -tfyW-^e-fyU- 1 - fc°^yS/> (3. 8 0g, 15 

mmol) £THF (30mL) lCjg*¥U 1M BH 3 — THF (9. 4 m L) & 
»Q;L, 7 0tfl 5tiffflMWLtz 0 O'CKftmik. 2MJ&^ (5 OmL) 
£fi-e3&fc3l#|BJ«#U 4M NaOH*»SK{C-CT^ytti:U ftKai^ 
yu (10 0mLX3) -CffltULTto J4tbf^^r-a-^>-fr*C^t^7K"Ci^^ L, *S7kNa 2 S 

15 0 4 -C«jft, ttiBs *7^^nvh^77^ (S i0 2 , /V/ 

3Lf ;~-/V/Y yiW5y=8 0 : 1 5 : 5) X'ffim-fZ^kfcX*) 3 — (T 
-1- (4-^DD/<y^) tvyyfy (2. 0 5g, 5 5%) ^ 
#7t: l H NMR (CDCI 3> 4 0 0MHz) 6 1.00-1.09 (m, 1 H), 1.50-1. 
87 (m, 7 H), 1.97-2.06 (m, 1 H), 2.65-2.77 (n, 2 H), 3.16-3.26 (m, 2 H), 3. 

20 32 (s, 2 H), 3.40 (d, J = 13.3 Hz, 1 H), 3.49 (d, J = 13.3 Hz, 1 H), 7.22- 
7. 33 (m, 5 H) 

LMMM 1 0 3 5] 3- [ (N-^O^yU^y vvt^) T^y] *<?)V-\- ( 

M\L^y/^)^ (0. 0 6 Oram o I) (DfuuftjUA (0. 4mL) ^?SSr, 
25 3 - [ i/frT%S) -1- tv^-/y (o 

. 0 5 Omm o 1 ) if!) ^yl-T 5 V (0. O70mmol) CDi? o n*yUi» ( 

i. OmL) MwU~cj)Uz_tc 0 :©S)Sig^*li£T'2. sn&ffligi: 9 Lfcfc, ( 

TS/^fvU) -1/ytJI (1. 04mmol/g, 50mg, 50mmo 

1) ^Hx, Mfi-ei 2I$BH6£5 Lfco ttiSU Ui^DD^y (0. 5 
30 mL) -CifcjfrL/t, atffitJ5fe}S*r'g-t>*, ^oc^y (4mL) £yjn;tT, 2 
M NaOHyKM (0. 5mL) T?lJcfcs ttRH-<& - t J: "3 , 3- [ (N-^ 
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£*>##4 3 4) (14. 7mg, 7 4%) . ftt^RPLC/MSCTt 

»fc (9 1%). ESI/MS m/e 4 00 (M + + H, C 22 H 26 C1N 3 0 2 
) 

[gtltft 1036-1058] 
4 



m 24 



10 









IT q t /mq _ / 
EjOI/pIo TO./ € 


4X4 (mg) 


(%) 


1036 


435 


C26 H28 CI N3 02 


450 


16.0 


71 


1037 


436 


C22 H25 CI N4 04 


445 


18.9 


85 


1038 


437 


C24 H28 CI N3 04 


458 


18.2 


79 


1039 


438 


C23 H25 CI E3 N3 02 


468 


19.0 


81 


1040 


1 4 ^ Q 

1 O Z7 


Mz4 CI F4 N3 02 


486 


20.2 


83 


1041 


440 


C23 H25 CI F3 N3 03 


484 


18.9 


78 


1042 


441 


C22 H25 Br CI N3 02 


478 


19.2 


80 


1043 


442 


C22 H25 C12 N3 02 


434 


17.3 


80 


1044 


443 


C22 H25 Br Cl N3 02 


478 


18. 8 


79 


1045 


444 


C22 H24 Cl F2 N3 02 


436 


16.7 


77 


1046 


445 


C22 H24 C13 N3 02 


468 


17.9 


76 


1047 


446 


C23 H28 Cl N3 02 


414 


14.6 


71 


1048 


447 


C27 H30 Cl N3 02 


464 


17.0 


73 


1049 


448 


C23 H27 Cl N4 04 


459 


19.5 


85 J 


1050 


449 


C25 H30 Cl N3 04 


4 72 


17.1 


72 


1051 


450 


C24 H27 Cl F3 N3 02 


4 82 


19.4 


81 


1052 


451 


C24 H26 Cl F4 N3 02 


500 


18.2 


73 


1053 


452 


C24 H27 Cl F3 N3 03 


498 


18.8 


76 


1054 


.,..453 


C23 H27 Br Cl N3 02 


492 


19.4 


79 


1055 


. . 454 . 


C23 H27 C12 N3 02 


448 


16.5 


74 


1056 


455 


C23 H27 Br Cl N3 02 


492 


19.3 


78 


1057 


456 


C23 H26 Cl F2 N3 02 


450 


17.1 


76 


1058 


457 


C23 H26 C13 N3 02 


482 


16.9 


70 
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4 - (75/^ fvU) t°-< U ^> ( 7 . 0 0 g , 6 1. 3 mm o 1 ) ©Tir h- 
b»fr (lOOmL) mm^, K 2 CO a (3. 02g) H-^a^Wo, 
5 UK (3. 5 2g, 21. 8mmol) ^HII-APxfc 0 ^^S/S^-q-^^ 6 0°CT* 

i emr^mwuc^ 2 5tc^u mmi,tz 0 s^DD^y (75m 

L) t7k (50mL) (Dm^ftML, * (50mLX2) k^M.* (50mLXl 

) x°mfrLtz 0 Gmmz&m (Mgsoj , mmm, ?*^y?y7 ^- (sio 

2 . 4%H 2 0- i PrOH) iZXVmmL, 4- (T % / *?-fV) -1- (4-^p 
10 n^^/H ^Dv^y (3. 5 8g, 6 9%) &#fc 0 

ClUifc^J 1 0 5 9] 4- [ (N-^O-^A^y vvl/j T$/] ?vU- 1 - ( 
4 - ^ p p^y-^) t'^ !) i>y (te-a-^g-%-4 5 8 ) 

4- -1- fc^y^y (50mg, 0 

. 2 lmmo 1) O-^nn^y (lmL) WbWM. (3 8 m g, 0. 2 

'15 lmmo 1 ) , EDC1 (4 8mg N 0. 2 4mmo 1) , HO B t (31mg, 
0. 2 3mmo 1 ) , jo£tf h 9 x-f-AsT ^ > (3 8 M U 0. 2 7mmo 1 ) £ 

U 2M NaOHTK^ (0. 7 5mLX2) T'gfcfrU (MgS 
0 4 ) U ^SiLfc 0 ^n-vh^77^- (Si0 2 , 6 - 8 %/• * / —fr/W u 

20 o>^^) -effiM-rsr irjcij: !? 4- [ (N-^yy-f/^y^w r^y] y^ 
A— l- t^y^y (ft^Wf4 5 8) £#fc 0 ^ftfc 

TFAKT&SU TFA&&#fc (105m gl 9 7%) 0 ^RPLC/M 
Slwt:**!)fc (8 5%) 0 ESI/MS m/e 400 (M + + H, C 22 H 26 C 
1 N 3 0 2 ) 

25 {Mmm 1060-1086] 



|g 25 



30 
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ESI/MS m/e 


J&fl (mg) 


(%) ! 


1060 


*i j j 


l^o rt^o CI No 02 


414 


86* 


78 


1061 


4 fin 


L.«£o n^o CI No 02 


414 


55 




7 Ofi? 


ft OJ. 


C^o H25 CI F3 N3 02 


468 


| 65 






lot 


CZo H2o CI No 02 


414 


61 




1 064 

IUDt 


H OJ 


C2o H28 CI N3 02 


414 


54 






4 fi d 
*i D H 


C25 H32 CI N3 05 


490 


56 




lUDD 




C21 H 25 CI N4 02 


401 


38 


96 


1 C\&H 
1UD / 




C22 H25 Cl N4 04 


445 


15 


34 


lUbo 


ten 
30 / 


C23 H28 Cl N3 02 


414 


58* 


66 


1 ACQ 


ceo 

ooo 


C23 H 28 Cl N3 02 


414 


55 


SAW 


1 u / u 


ol 8 


C25 H32 Cl N3 02 


442 


58 




1U / 1 


686 


C26 H34 Cl N3 02 


456 


62 




11) 


749 


C34 H37 Cl N4 02 


569 


7.2* 


18 


1U / 3 


750 


C24 H30 Cl N3 03 


444 


4.7* 


14 


1 A "7 >l 
10 / 4 


840 


C24 H29 Cl N2 02 


413 


52* 


58 


1075 


841 


C23 H27 Cl N2 02 


399 


52 




1 AT/" 

10 /o 


842 


C23 H26 C12 N2 02 


433 


55 




1077 


843 


C25 H31 Cl N2 02 


427 ! 


58 




i a *? o 
1U /o 


844 [ 


C24 H29 Cl N2 02 


413 


56 




1079 


845 


C24 H29 Cl N2 04 S 


477 


62 




T A Q A 


846 


C29 H31 Cl N2 03 


491 


43 


88 


1081 


847 


C24 H28 Cl F N2 03 


447 






1082 


848 


C25 H31 Cl N2-02 


427 


47 




1083 


849 


C25 H31 Cl N2 04 


459 


55 


saw 


1084 


850 


C22 H27 Cl N2 03 S 


435 


46 




1085 


873 


C20 H28 Cl N3 02 


378 


.44.8 




1086 


874 


C23 H27 C12 N3 03 


464 


51 


saw I 



9] 1- -4- [N- (3, 3-i>y 

4- -1- (4-^BD/<y^) tvy-^y (i2 0mg) 

*\ Nal (2. 6M5flr) ©#£T, 7-fch=MF/Ht\ 7 0ttl6UR|, 3, 
S-^wuynf/M^xW^-h (1. OSM) £EJ£$#fc 0 

*7A^ D7 ^77^ (S i 0 2 ) T'»t-5i<t(Cj;D, 1 - (4- 
^no/<y^) - 4 - [N- (3, 3-i?7.T^yD^) 7$/^f;U] f 
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2 9 9 

s<9i?V (118ag, 5 4%) Zfttz 0 ffigli, RPLC/MSfWfe (9 8 

%) 0 

[###J 2 0 ] 1- (4 -9 u ns<fj;u) -A - [N- (2, 2-y7i^ 

5 4 — (75 7^ fvW) - 1 - ( 4 - * pn^*» V i/V (1 2 0 m g ) 
£y^y~ 2, 2-^7i-/i'7t fT/t/ft K (0. 6 6SI) btf ] J-^ 

Mi*7A^DYf^77^- (SiO z ) [C«fc*)> 1- 

) -4- [N- (2, 2-v^7i=;Wxf;|,) 7?7^f;U] fc^JJ^V (7 0ra 
10 g% 4 9%) &#fc„ ifsfigtt, RPLC/MS-e*»fc (98%) „ 

[H*W 1 0 8 7] 4- [N- (N-^l^f/^jJ^) -N- (2, 2 -is 

2 4) D^Efc 

1- -4- [N- (2, 2-^71^1^) 757 

15 y^) f^v^ (0. 0 84ramol) O^nn^^t, Jfggcg (1 
. 1^1) , HBTU (1. IS!) , HO B t (1. l^fi) %hU7Ltz 0 I©E 
0TCT2 4^BBa^Lfc. S£&31£#I&TLC (SiO z ) Ici^ 
4- [N— (N-^yV^^U iy/W -N- (2, 2 -v^i— v'locgvL') 75 
yyf-/W] -1- (4-^Bn/<y'» t^^^y (ft^Wf 5 24) £#7t 
20 (8. 5mg, 17%) „ R P L C/MS tT*fefc (9 8%) 0 ESl/ 

MS m/e 5 8 0 (M + + H, C 36 H 38 C 1 N 3 0 2 ) 
[2Ofc0iJ 1088-1090] 

0 8 7 (D%mzfe^X&mVtc 0 ESl/MSf-^ UXS, *3J:T^IR^^2 6 
25 (C££^fc 0 



26 









ESI/MS m/e 


(mg) 


{%) s 


1088 


521 


C38 H39 Cl F3 N3 02 


662 


5.5 


10 


1089 


522 


C37 H37 Cl F3 N3 02 


648 


8.6 


16 


1090 


523 


C37 H40 Cl N3 02 


594 


4.8 


10 



10 
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3 0 0 

[#%0ij 2 l ] l- (4 -j? p p^<>-^) - 4 - [ (yojjur^y) 

4- {T%;t=f-)V) -l- (4 u a^y^/U) t°s<!)i/y (i. 0 g v 4 
. 2mmol) ©^DQ^y (2lmL) hy^^T5;^(0. 7 

6mL < 5 - 4 4mmo 1 ) , d 1 — N— ( t e r t -7 h*i/Jj /Utf-jU) /<]) 
> (1. 09g, 5. 03mmol) , EDCI (8 8 3mg, 4. 6lmmol 
) , fcitfHOB t (6 2 3m g, 4. 6 lmmo 1) £*Dxfc 0 ^K/ftjl^ 
£2 5<CT*1 6H#p B 1^Lfc#. -^DD^y (20mL) T'#^t. 2M N 
aOHli (20raLX2) (20mLXl) T'Sfcfr U f£«R (MgS0 4 

) U lt^Lfc 0 ^nv^77^- (Si0 2> 3%^^;-^/-^DD^^y 

) x-mm-rz^t^xy, 1- - 4 - [ [ (n-bo c - 

75/] t'^JJ^v (i. i g> 6 0%) ^»feitfeiL 

t#fc 0 ESI /MS m/e 4 3 8 (M + + H) 

1- -4- [ [ (N-Bo c-^y,U) 75/] 

1 t°^y v>> (1. 1 g, 2. 5 lmmo 1 ) £3M HC 1 C 

2 5mL) [^A?L, 2 sr-ei^jf^L/Co £<&Kj£S£fc«:»|§U 
fciI£'BuOH/H 2 0=3 : 1 (2 5mL) t^fLfc, (OH") 

mm*. ®wtf^t&m\£kt£5>i£x*tott 0 wm, mmi-z^tizx*). 1- ( 

4-?nnKy.» -4_ [ (/^y^T5 7) >?ylO t°^yv?^ (8 19mg 
, 9 7%) £#£ 0 r©-fb^ttr^±©mSSr^Si: L/^^ofc 0 ESI/M 
S m/e 3 3 8. 1 (M + + H, C 18 H 2! C1N 3 0) 

) tv^ij^^ ^tl^^i-5TO*3it>TO^J^ffl^T##0!l2 

1- -4- [ (^^;U75/) tf^y^: 

0. 8 3 0 g, 6 7% (2Xm) , ES I /MS 2 6 9 (M + + H) 

1- (4-^nn-i^^u) - 4 _ [ (-lr!)^75/) ^t^vi/J tvyi/y : o 
. 2 8 6 g. 2 0% (2Ii) , ES I /MS 3 2 6 (M + + H) 

4- [ (77^7?;) y^P] -1- (4-^nD-<y^;u) f^y . 
30 1. 2 0 g, 65% (21® , ESI/MS 3 1 0 (M + + H) 
1- (4-^DD/<y^) - 4 - [ (/n!);V75 7) > ?vl/| 



15 



20 



25 
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1. 4 8 g, 8 6% (2IS) , ESI /MS 3 3 6 (M + + H) 

l- -4- [ (^/u^$=/wT^/) ^^u] tvsys* 

y : 0. 8 3 0 g, 2 7% ( 2 IS) > ESI /MS 3 6 7 (M + + H) 

1- (4 -;7 o n^VvvU-) -4- [ ( (2-^^77^) 7?/) ^ ^/U 
5 ] t^Uv^V: 2. 2 4g, 6 2% (21© , ESI /MS 3 2 4 (M + + H) 
1- -4- [ ( (o f/Vt y /V) 75 7) ^fyl/] 

t'-^y : 0. 6 8 6g, 38% (2I§) > ESI/MS 3 4 0 (M + + H) 
1- -4- [ ( (1 -7 5 / n-fxi /utf^/U 

) 7 5/) 7 ?vl/J fc"^ y i/> : 2 . 0 3 g % 8 2 % (2 Ig) , ESI /MS 
10 3 2 2 (M + + H) 

1- -4- [ (o-f^?/) ^fvu] tV|)v?y : 

1. 30 g, 5 8% (2Ig) > ES I/MS 3 5 2 (M + + H) 
• l- (4-^nn-Oi/^) -4- [ ( (O -'O'vvHr V /U) 7?/) ^vU 
] fc^y v>> : 1. 34 g, 5 6% (2Ig) „ ES I/MS 4 1 6 (M + + H) 
15 2 2 ] 1 - (t e r t -7' h =frV;fr^#-^) -4- [ [N— (9-7 

4- (7$/^f^) -1- (ter t-7"f^i/*;^'-/l') t'^y^V (5 
. 7 2 g) <£>^ anjfy (1 5 OmL) fcScH:, b!Jxf;l/7^ (3. 51 
g) , N- ( 9 - 7;>tU=;M f /l/t^^/V*-;!') ^!)->y (7. 9 3g, 
20 2 6. 7mmo 1 ) „ EDC 1 (3. 80g) , HOBt (4, 33g) &1lR%.1t 
o :0M^S:MT?1 8^mWLtcm. 7k (10 0mLX3) bi&Zfc ( 
10 0mLX2) -CifefrU fc*«IH- by* U O'CT'T-fe 

b y A-//- # /—/V (1 5 OmL/1 mL) T*??^ U 1 - ( t e r t -7 
b*i'1lA'tf~ ^) -4- [ [N — {9 -y/^-A-\y=-jV/=J-;V^r^'yij)Vif^jV) 

25 ^y->yn 75;^^] t^y^v (5. 75 gl 4 4%) sritefewfeSiiu 

T#fc 0 

[#%0>J 2 3 ] 4- [ [N— (9-7/U^-^=-/U^^-/W^^/UtK=^) 

^vu] 7^;^f^] ^<_y_2>^i^ 

1- (ter t-7h^fv/i;^-^) -4- [ [N- ( 9 -V )V-%V— fr/f- 
30 /M-^-i^/Hi^AO ^y->;u] 7;/>f;i/] fc"^ y fc'-^y i?> (3. 17 
g, 6. 42mmol) Sr, 4M HC I ^^^^jgffifCftn&fc. ^©^fKS: 
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iaT*5mwf, situ 4- [ [n- (9-7^^-^^^^-^^^^ 

#-;u) fOisju] T^yyfvu] ^y-^y (3. 8 5g) £3tSfe?>|S#:£ L 

C##^J 2 4 ] 4- [ [N — (9 -7^1^^P^^^-^r->^7^/f:n/U) ^'i) 
5 v^] T $ 7 ^ fvlj - 1 - ( 4 - y fvl^avOv^U) t°^< y v^fiD-frfifc 

4- [ [N— (9 -y/U^-U'— yl'^f/l't*v'*M'-yU) i/yvvu] T?yy 
5vU] t'^!)^ (1. OOg, 2. 3 3mmol) 01%»1/DMF (15m 
L) &W\Z. 4 - ^ f yUf i-'i y X7/1/7 t K (1. 24 g) <t N a B H (O A c 

) 3 (2. 5 6 g ) &i)uz_tc 0 z 6 ovx'immmwL, mm^n 

10 U ^Lfc 0 NaHC0 3 «afP7k^?K (5 0mL) £AP;L % (5 0mL 

X2) -CtttHLfco ttffi#>££*>&-c, &Mmi-hV ^tm Mi©, s*sl 
fc. *7A?D7^77-(- (Si 0 2 , 5 0%- 1 0%y $ J— >V-W a a J. 
f» \CJi<0 4- [ [N— (9 -y )^V=-)Vy^,V^^^yi])VTf,=.)V) if))is>\, 
] T^yy^vl/J -1- (4-^^/U^^^^u) t v<ys/> (6 0 2mg) £ 

15 ^fe^TtWfti: LT#fc 0 

t##0ij 2 5 ] 1- -4- [ fN- ( 9 - 7yM-U--y^ 

t^fr-XSr'ytDV-R-iV) 7^yyfvt/l e^y ■i?><D&f& 

4- [ [N— ( 9-7^1^-^^^^-^^/^-^) sfyi//U] 7$yy 
tfsOJify (1. OOg, 2. 33mmol) ©2. 5%^/p<^y— yP 

20 (8 0mL) ^fg(d % 4 -^tV^sXT /Vy* fc K (1. 09g, 8. 16mmo 
1) iNa BH 3 CN (6. 5 9g, 10. 5mmol) *)%k_tz. a ^(D^ftM^ 
£6 0=^1 3^mmWLtz 0 mUiZ&mm, 1M NaOHMi(5 0mL) 
i^ DD ^^ (5 0mL) ZMz.tz 0 GmmZftML. *m*Wnut*y 
(5 0mLX3) T«Lfc 0 tf&ttXiZM.KX'ikft U ^M-^ h y 

25 ^Atm Mil, mmttz 0 yj7A^Dv^77^ (Si0 2 , 

mm^^=2:8) KJ;9 1- (4-ai^U^:^^/i,) -4- [ [ N _ (9-7 
yM- U^yuy ^yl^df -iy^y^'ri^) y >vt/J T ? y y ^yu] t °-< 1) V ( 7 4 
0m gl 6 2%) 

[##0>J2 6] 4- [ (^-y-wKT^y) y^yH -1- (4-y^yl,^^> 
30 Vjv) fc^iJyytoM 

4- [ [N— O-y/^U^jUyf-jU^^-iy^^yH-^) ^y^yw] 75/^ 
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fvu] -l - U-^fvi^P^yvvv) t^y-^y (5 9 0mg) t\£'*y*J> 
(lmL) ©DMF (4mL) ftffif: 6 O^CT* 2«FW!B1* Lfc. &NI&« 

d^K77^- (SiO„ HJif^7$y//^;-V^BB>#^=l 
: 1 : 9) -ClH«i-5r. t t-«t 9 4- [ ( ^ JJ ->vU7 5 / ) *fvU] -1- (4- 
5 fil-flSf-Hr^sitAsl h°^])i^y (3 6 5mg) *&&<Dmftk LTWfc. J H N 

MR (CDC 1 3 , 2 7 0MHz) 6 1.25(dd, J = 12 Hz, 4.1Hz, 2H), 1.34(dd 

, J = 12 Hz, 4.1 Hz, 2H), 1. 51 (br-s, 2H), 1.66(d, J = 12 Hz, 2H), 1. 77 (d, J 
= 7.3 Hz, 1H), 1. 94 (t, J = 9.5 Hz, 2H), 2. 48 (s, 3H), 2.80(d, J = 12 Hz, 2H 

), 3.18(t, J = 6.2 Hz, 2H), 3.35(s, 2H), 3. 45(s, 2H), 7. 18-7. 29 (m, 4H), 7.3 
10 5 (br-s, 1H) 

£P>tC, 1- -4- [ (^^ **7l/] 

: 3 3 3 m g , 7 9%, 

[##0*J 2 7 ] 4- [ (^jJj^Z-lZ) /jfvH -1- (4 
15 M ^^O-a-^c 

4- [ [N- (9-7yU^-U— jV^f-fV^r^^j/V^^tV) Wi/jV] 75/^ 
fvU] f^Ui/y (1. 5 0g, 3. 4 9mmol) , 4 -y ^xi^y-yivrf u 
5 K (0. 4 7 8mL N 3. 84mmol) , it/ h V xf/U7 5 > (1 . 4 7 
mL. 10. 5mmo 1 ) ©7* h= h II fls (2 0 OmL) gfjK&^ift-C 1 3B#Pfl 

tit) 4- [ [n- (9-y/^u=-^/f-/^^y^/u^=-/u) y , )~y/i>~i 
T%J*°f-iv\ f^y VykV^ViSyZfflZo 4- [ [n- (9-yju 

*J> (5mL) ODMF (5mL) 1 7B*|IIHt#Lfco ftfffflL *7 

25 A?nvb^77^ (Si0 2 , F D xf/U7 5 y/^ ^ / -;U/v>7 d n > y 
= 0. 5:2:8) J: 0 fiJfiH U 4- [ (^1)^757) * fvW] -1- (4 
-y/U^a^y-y/u) t^ij^y (4 5 3m g> 46%) £#7c„ 

2 8 ] 4- [ {?y f sfls7%/) -1- (4-N-7^^/U77 

30 4 — [ [N— (9-y/\'3-l'~/U/3-;\,7t-*i/%;U7$-jU) Wi/fr] 7 5.// 
f-f^l t°s< !1 i?> ( 1 . 2 7 g % 2 . 9 6 mm o 1 ) , h V ^fj^7 %'s {I. 2 
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5mL, 8. 88mmol) , Kl (50rag, 0. 3 Ommo 1 ) , jo£.XfT± 
h~h])/l- (2 0 0mL) 4- (N-7 >W<*4 )V) 

WbJK (8 0 0mg, 3. 2 6mmo 1 ) <DT"ir hr: h (lOOmL) 

5 fc„ ft|8^^ *7A^nvh^77^- (S i0 2 , 5%^/-^/^ob^ 
y- h !) if yi,7 ? y/^ ^ y ^/i?^ d 0 ^ y = 2 : 2 : 9 6) KiOflMK 
U 4- [ (^y^/KTS/) *?vP] -1- [4- (N- 7*^*^*^/1, 
) -O-^/U] tf^y^V (34 0mg, 30%) &#jt. 
[£Jfc0!l 10 9 1] 1 - -4- f fN- (3-W y^< 

10 ^yV /u) 1 ,v\ 7 $ / ^ gvu] y 2> (Jk&to&S: 6H) o-S-bE 

1- -4- [ (^t)yV7>y) ^fvu] ^i)i?y ( 2 

0m g> 0. 0 5 9mmo 1 ) (DV 1 ? nc^y (0. 60m L) f»y x. 

^>VT%> (0. 0 1 lmL, 0.0 7 7mmo 1 ) , m-W/SAfi (2 8 
m g> 0. 0 7 1 mmo 1), EDCI (1 3mg, 0. 0 6 5 mm o 1 )\ *3<t 
15 U\ HOB t ( 9 m g , 0. 0 6 5'ramol) ^AP^fc r <DRjSiI£4ft * 2 5 t 
T'l 6«FK»^Lfc 0 fffeflfciMttrS^PDy^ (0. 75mL) t*RU 
2M NaOH7k^?g (0. 7 5mLX2) TifcfrU P T F EB^"t:iS.i§"f 51<b 
(CioT^^LfCo jgJg(C«t 9 1 - (4-^DD^y-^yu) -4- [ [n- (3- 

v'T^y^^) ^y,i/| 7?y^f/^ f^y^ (te£-#g^6 1 9) (2 

20 4. 2mg. 8 8%) £#fc 0 ^^f±*ti«±©»|jS:SL**»ofc 0 ^RP 
LC/MSICt*Jt>fc (8 5%) . ESI/MS m/e 4 6 7 (M+ + H, C 26 
H 31 C1N 4 0 2 ) 

immm 1092-1543] 

25 1 0 9 lO^SfcflioT^Lft, ESI/MSf-^ *3 it>'45l^Sr« 2 

7{£*£#>fc 0 

S 27 









ESI /MS m/e 


4Xm (mg) 


(%) 


1092 


467 


C22 H25 Br Cl N3 02 


478 


11 


46 


1093 


468 


C24 H31 Cl N4 02 


443 


9 


41 
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1094 


469 


C23 H28 CI N3 03 


430 


7* 


27 


1095 


470 


C23 H25 CI N4 02 


425 


21 




1096 


471 


C24 H28 CI N3 04 


458 


7 


29 


1097 


472 


C29 H31 N3 03 


504 


5* 


21 


1098 


473 


C24 H28 CI N3 03 


442 


16 


71 


1099 


474 


C23 H25 CI F3 N3 02 


468 


14 


60 


1100 


475 


C25 H32 CI N3 02 


442 


5 


22 


1101 


476 


C22 H25 CI N4 04 


445 


4 


17 


1102 


477 


C25 H32 CI N3 03 


458 


10* 


36 


1103 


478 


C21 H27 CI N4 02 


403 


9 


47 | 


1104 


479 


C20 H24 CI N3 03 


390 


17 


87 


1105 


480 


C20 H23 Br CI N3 03 


470 


23 




1106 


481 


C20 H24 Cl N3 02 S 


406 


7 


33 


1107 


482 


C21 H26 Cl N3 02 S 


420 


9 


45 


1108 


483 


C21. H26 Cl N3 02 S 


420 


8 


40 


1109 


484 


C24 H27 Cl N4 02 


439 


9* 


34 


1110 


485 


C24 H24 Cl F6 N3 02 


536 


13 


49 


1111 


486 


C23 H25 Cl N4 02 


425 


16 


74 


1112 


487 


C22 H25 C12 N3 02 


434 


5 


24 


1113 


488 


C22 H27 Cl N4 02 


415 


7 


32 


1114 


489 


C24 H24 Cl F6 N3 02 


536 


21 


78 


1115 


490 


C24 H30 Cl N3 03 


444 


8 


35 


1116 


491 


C23 H24 Cl F4 N3 02 


486 


19 


79 


1117 


492 


C23 H25 Cl F3 N3 03 


484 


18 


76 


1118 


493 


C23 H24 C12 F3 N3 02 


502 


23 


92 


1119 


494 


C23 H24 Cl F4 N3 02 


486 


. 19 


79 


1120 


495 


C23 H24 Cl F4 N3 02 


486 


20 


83 


1121 


496 


C23 H24 Cl F4 N3 02 


486 


12 


48 


1122 


497 


C25 H32 Cl N3 03 


458 


4 


16 


1123 


498 


C23 H26 Cl F3 N4 02 


483 


13 


52 


1124 


499 


C24 H31 Cl N4 02 


443 


8 


36 


1125 


500 


C23 H28 Cl N3 03 


430 


10 


48 


1126 


501 


C22 H24 Br Cl N4 04 


523 


10 


39 


1127 


502 


C22 H24 Cl F N4 04 


463 


4 


17 


1128 


503 


C22 H24 C12 N4 04 


479 


12 


52 


1129 


504 


C24 H30 Cl N3 04 


460 


11 


43 


1130 


505 


C22 H24 Br Cl N4 04 


523 


2 


8 


1131 


506 


C20 H23 Cl N4 05 


435 


2 


10 


1132 


507 


C21 H26 Cl N3 03 


404 


9 


44 
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12 


48 


1135 


510 


poo H9R r*l mo /**o 
v^£<£ nzo Ci No Oo 


418 


9 


44 


1136 


511 


f* 9 4 H "3 9 PI MO Pi O 

no^ Li .No Oo 


446 


9 


40 I 


1137 


SI 9 

O JL4m 


<~2o n^y CI N4 02 


453 


! 10 


45 I 


1138 


SI 1 

O lO 


C<£4 H2o CI No 03 


442 


9 


41 I 


1139 


SI 4 

jii 


C^o no4 Ci No 02 


456 


11 


49 1 


1140 


SI s 
0 lO 


POO UOQ 1 »tO x-n -» 

C2o H2o CI N3 03 


430 


5 


24 | 


1141 


1 ROC 

OZ o 


C2o H28 CI N3 04 S 


478 


20 


85 I 




jZd 


C20 H24 CI N3 03 


390 


6 


31 i 


1 1 4 "3 

111 o 


Con 
0^ / 


C2 0 H24 CI N3 02 S 


406 


8 


39 1 


114 4 
1 1*1*1 


C O Q 
| 02o 


C25 H30 CI F3 N4 04 


543 


28.2 


95 1 


1 1 A C 
X 1 H. O 


coo 
029 


C20 H23 CI N4 04 S 


451 


9 


39 I 


1 1 4 £ 
X J. H D 


con 


C31 H33 CI N4 02 


529 


5 


17 I 


1 14 / 


531 


C21 H26 CI N3 03 S 


436 


8 


37 1 


1 1 4 ft 
1 1 1 O 


coo 
Oo2 


C22 H28 CI N3 03 


418 


8 


40 1 




coo 
ooo 
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32.4 




1616 


1688 


C29 H32 Cl N5 03 


534 


28.2 




1617 


1689 


C30 H32 F3 N5 04 


584 


31.7 





WO 00/69432 



PCT/JP00/03203 



3 2 0 



1 1618 


1690 


C30 H32 F3 N5 03 


568 


30.6 




1619 , 


1691 


C29 H30 Br CI N4 03 


599 


31.4 


£ft« 1 



fflfcff, ft&Qlttl 2 4 5 t 1 6 0 OfiTfBONMR*^ f>7A^Ut 
ft^*#fl 24 5: , H NMR (2 70MHz, CDC 1 3 ) 5 1.20-1: 97 (■ 
, 7H), 2.80-2.86(m, 2H), 3. 19(t, J = 6. 5 Hz, 2H), 3.43(s, 2H), 4.02(d, J = 
5 5.3 Hz, 2H), 5.52(br s, 2H), 6.44(d, J= 11.9, 6. 6 Hz, 1H), 7.02(br s, 1H), 
7. 21-7. 32 (m, 5H) 

fc^SfieOO^H NMR (2 7 0MHz, CDC 1 3 ) 6 1.26-1. 97 (■ 
, 9H), 2. 82-2. 87 (m, 2H), 3.21(t, J = 6. 5 Hz, 2H), 3.44(s, 2H), 4.06(d, J = 
5.1 Hz, 2H), 5.98(br s, 1H), 6.7l(d, J = 8.3 Hz, 1H), 6.87(br s, 1H), 7.26( 
10 s, 4H), 7.43(dd, J =5. 9 Hz, 1H), 7.64(s, 1H) 

l%Mm 1 6 2 0] 1- _ 4 _ r fN _ ( 4 _^ y:/D 

^7x-;^/Wt- ;V) £ V j/M r % ; * gyt/j y 2> 8 6 

9) g>£fifc . 

l- (4-^dd^ -4- [ (yyw?/) >fyu] e-iy^^ ( 

15 14. 8mg, 0. 0 5mm o 1 ) <Dt> d njftA-A (2mL) (fcXy 
/^?vU) #y*^l^«f|B (2 8mg, 2. 8mmo 1/g) M-^y^nf 
^yfy^^z/^Di) k (l. 53ft) £Adx., 2 5tfi emmWLtz 
o fliiHJ^ jggrfS;: tlc£ <Q „ i_ (4-^nn^tJyi,) -4- [ [N- (4 

20 W8 6 9) (2 2. lag, 9 2%) Sr#fc 0 MftSrR P LC/MS fcT** 
fc (86%) „ ES I/MS m/e 4 7 8 (M + + H, C 24 H, 2 N 3 0 3 S) 
[^J60!l 1 6 2 1 - 1 6 2 7] 

6 2 0©;&Stt:fcoT£fifcUi:. ESI/MSf^, Ifcft, js it>*lK^^^ 3 0 
25 iC*i:46fc 0 

S 30 



1 nmm 






ESI/MS m/e 


ft* (mg) 


IR* (%) 


1621 


865 


C22 H28 CI N3 03 S 


450 


16.2 


72 



WO 00/69432 



PCT/JPOO/03203 



3 2 1 



1622 


866 


C22 H25 CI F3 N3 03 S 


504 


8 . 8 


35 | 


1623 


867 


C23 H24 CI F6 N3 03 S 


572 


8.0 


28 


1624 


868 


C23 H30 CI N3 03 S 


464 


9.6 


41 


1625 


870 


C22 H28 Cl N3 03 S 


450 


8.8 


39 


1626 


871 


C25 H34 Cl N3 03 S 


492 


11.1 


45 


1627 


872 


C21 H2 6 Cl N3 03 S 


436 


9.6 


44 



lUmm 1 6 2 8] 1- (4-? pp^O-vvU) -4 - [ [2- (3- (4- h 
!/7^o^f;i/7j=;i/) frWK) Tir^/UT^y] jjgvu] M^VW (ft; 

852) (D&fc 

5 l- (4-^bd/<^) -4- [ ti-iv] e^y^y ( 

14. 8mg, 0. 0 5mmol) CO^ddt^^A (2mU) gfc (fc^Dv* 
/^fvU) tfV *=}-V>ffim (2 8mg, 2. 8mmol/g) % - 3- ( h!) 7;V 
^-oyf-yu) 7x=;KVm-F (1. 3 3i) *APx., 2 5°CT'l 6 H#P B im 
#Lfc 0 (7 5 3jf y xf-uyffim&tox.. 2 5tT16^F«U B 

,U) -4- [[2- (3- (4-hy7yV^n^f;P7i^u) >7 W K) Tir^ 
^7?;] jtfyU] t°-?y^V ({fc£4fc#-£8 5 2) (1 9mg, 78%) fcfcfc 
" ■-. fCSS:RPLC/MSI^T**fc (9 2%) . ESI/MS m/ e 4 8 3 ( 
M + +H, C 23 H 26 C 1 F 3 N 4 0 2 ) 
15 IM&M 1629-1641] 

6 2 8<D^felC^oT-a-J^tfc 0 ESl/MSx-^, & itfUX^&S 3 1 

. g 31 

20 



mmm 






ESI/MS m/e 


(mg) 




1629 


851 


C23 H26 Cl F3 N4 02 


483 


13.2 


55 


1630 


853 


C22 H27 Cl N4 02 


416 


8.5* 


32 


1631 


854 


C23 H29 Cl N4 02 


429 


11.4* 


42 


1632 


855 


C23 H29 Cl N4 02 


429 


10. 1* 


37 i 


1633 


856 


C24 H29 Cl N4 03 


457 


10.3* 


36 


1634 


857 


C23 H29 Cl N4 03 


445 


10.9* 


39 



WO 00/69432 



PCT/JP00/03203 



3 2 2 





858 


C23 H29 CI N4 03 


445 


8.6* 


31 


1636 


859 


C22 H26 C12 N4 02 


449 


11.0* 


o y 


1637 


860 


C23 H26 CI N5 02 


440 


9.2* 


33 


1638 


861 


C22 H27 CI N4 0 S 


431 


13.3 


62 


1639 


862 


C23 H29 CI N4 0 S 


445 


15.3 


69 


1640 


863 


C23 H29 CI N4 02 S 


461 


14.7 


64 


1641 


864 


C23 H29 CI N4 02 S 


461 


13.1 


57 



f 

IMMM 1 6 4 2] 1- -4- [ fN- (3-^h*i/ 

5 0 9 1) (Dftffc 

1- (4-^an-O-^/U) -4- ( 7 5 y t xj;i/y (lOOmg) 

<D?an7Si/UJ> (3mL) jgfgl^ h»^;UT^> (0. 0 9 0mL) , N- ( 
tert-yF^r->*;U#=;U) -D- (7x^77 = y) (12 2mg) „ E 
DC I. (8 9mg) , *5±VHOB t (6 2mg) MIU.'V 1 7 R#ffl8M$ L 

10 7c 0 CKDKJSfig-fcfclM NaOHTk^fg (2mLX2) ir^Jt* (2mL) "C 

ftmmz&m. mmtsztKLXv. 1- _ 4 _ 

[ [N— (ter t-Zfy 3ci/%;U#=.;l>) -D-7 x.=./UT y =-/U] T%J^=f- 

ft&ixfcl- -4- [ [N— (ter t -7* >V 

15 t£~>\s) - D - 7 * =yUT 7 =;u] 7?;^f;l/] t'^y v^£y * / -/U ( 5m 
L) £jg$¥U 4M HC 1 >jg«SriQ;lfc: e r©itei£TU9l$ 

»fcftfc»£fc3-.x.h*'>£&#K (8 Omg % 0. 48mmol) O^nn 
(lmL) (Clhy^^/UT?^ (0. 090m L) , EDC I (90m 
20 g) , .fc.itfHOB t (6 8mg) ^Ox, HfiT* 1 7 Bf ^ffi^ Lfc 0 r^jg 
£4k&;ll^.NaOH*J&fc (1. 5mLX2) <t^7K (l. 5mL) Ti5fcfrL 
x *BLfc 0 *7A^dyF^77^- (S i 0 2 , i/?aa/*^ 

/-/U=9 5 : 5) KiOttKU 1- -4- [ [ 

N~ (3-rn. h^rv-Oy-f/U) - D - 7! =^77 =/U] T ? / > 5vU] fcV< .J 
25 ^y(^ft#*2 0 9 l) (18 3. 5mg, 8 2%) 5:#t c M^RPLC 




WO 00/69432 PCT/J POO/03203 

3 2 3 

/MStT#ftfc (9 9%) o E S I/MS m/ e 5 3 4. 0 (M + + H, C 31 
H 36 C1N 3 0 3 ) 

1643-1657] 

5 6 4 2©*ftl:ti6oT**lt ESI/MSf-^ ©fi, *5«tW^Sr^ 3 2 

S 32 



3»J 






ESI/MS m/e 


iRfi (mg) 


#3* (%) 


1643 


2092 


C33 H37 CI N4 03 


572.8 


152.9 


64 j 


1644 


2093 


C27 H36 Cl N3 03 S 


518.0 


177.4 


82 


1645 


2094 


C29 H34 Cl N3 03 S 


539.9 


164.4 


73 


1646 


2095 


C28 H38 Cl N3 03 


500.0 


139.1 


66 


1647 


2096 


C31 H42 Cl N3 03 


540.0 


161.7 


71 


1648 


2097 


C27 H36 Cl N3 03 


485. 8 


157.8 


78 


1649 


2098 


C31 H35 C12 N3 03 


567.9 


172.2 


72 


1650 


2099 


C30 H34 Cl N3 03 


519.8 


144.7 


66 


1651 


2100 


C32 H38 Cl N3 04 


564.0 


181.5 


77 


1652 


2101 


C38 H42 Cl N3 04 


639.9 


192.3 


72 


1653 


2103 


C33 H40 Cl N3 04 


577.8 


159.9 


66 


1654 


2104 


C28 H36 Cl N3 05 


530.1 


99.7 


45 


1655 


2115 


C27 H36 Cl N3 03 


486.2 


122. 9 


60 


1656 


2116 


C28 H38 Cl N3 03 


500.1 


118.3 


57 


1657 


2117 


C28 H34 Cl N5 03 


524.1 


98.3 


45 



10 [#%#]2 9] 1- (t e'r t-/^->A/^^) -4- [ [N— (3- ( 

N— [3 - ( h 1> 7;Vtn>fyU) 'O'lAf /U] V'J >^ (4. 2 2 g, 17. 
Omm o 1), EDCI (4. 2 5 g, 22. 1 mm o I ) , 1-fc Kn^-O- 
/ h }) T-Z—A'jMkVt (2. 99g> 2 2. 1 mm o 1 ) , *5«tt/ M ^tVT X 
15 y (1. 7 2 g) 1- (tert -zf V -4- (T5 7 ^f" 

/U] tf^^-^y (4. 0 3g) (Dm/? nut?> (2 0 0mL) mm^PCtz 
0 Z<Dfcfcm&®%2 5°CX~2 0&r$t$tWLtz'&, H z O (lOOmL) £*P;L, i/ 



WO 00/69432 PCT/JP00/03203 

3 2 4 

?uu*W (50mLX2) T*fl&{±i Lfc. Mtimt&iXtX * H 2 0 (5 0mLX 

2) ir^itTk (5 0mL) T'ifefrU (MgS0 4 ) , * t \Z «t 5 % jf 

^drf-y) dTlftKU 1- (te.r t h*i/*/l>tf=.jl>) -4- [ [N— ( 
5 3- (Ml7;Ptn>fyi/) ^^Af/U) ^!)>>yU] 7?//f/U] fc°^y^£- 
6fe©Hfri:L-r»fc (6, 3 9g, 8 5%) :'H NMR (CDC 1 3 , 3 00 
MHz) 6 1.4 (s, 9H), 1.0-1.8(m, 5H), 2. 6-2. 8 (m, 2H), 3. 15-3. 3 (m, 2H), 4 
.0-4.3(m, 4H), 6. 6-6. 7 (m, 1H), 7.64(s, 1H), 7.60(dd, 1H, J = 7. 2, 7.2 Hz), 
7.79(d, 1H, J = 7.2 Hz), 8.0(d, 1H, J = 7. 2 Hz), 8. II (s, 1H) ; «£fiR P L 
10 C/MSIdTjR^fc (97%). ESI/MS m/e 444. 3 (M + + H, C 
21 H 28 N 3 0 4 ) 

[#%#J 3 0 ] 4- [ [N- (3- (^7/l-to^f;U) Z_9±. 

1- (t e r t -T'b^^/Ujff^U) -4- [ [N— (3- (hl)7^uyi 
15 9vU) 'i^SjA') fVis/U] T%J*=}-)V\ t°-<yv?> (2. 2 - 9 g> 5. 16 
mmo 1 ) ay* (4 OmL) mt\^ 1M HCl-Et 2 0 (55m L) 

£AP;i, 2 5tTC'l 5«FBJ»fLfc«, ««*aETIi:»iLfc. 2M NaOH 
(10 OmL) fcAflX., gftfcnfvl' (l0 0mLX3) t?ftbtt5 Lfc„ tt£tj?£ 
(5 OmL) T'gfr^L, $£j|ft (K 2 C0 3 ) JlitSClttiO, 
e£0>@fle&»fc o rM*7A^nvh^77^- (Si0 2 , *9 J 
DD^^y/F!)xf;U7^=7 : 6 : 1) fc J: 0 «fgi! U 4- [ [N— (3- 

®#J:LT#fc (1. 2 7g, 7 2%) . «RPLC/MSI:t*fcfc (9 8 
%) . ESI/MS m/e 344. 1 (M + + H, C 16 H 20 N 3 O 2 ) 
25 [HifctfiJ 1 6 5 8] 1- [3- V 7 ?V*u ^VvvUj -4- f ( 

N- (3- (h !J ^>-:/V;U) gjlyyu] 7- ; y ^ fvUl b'^'J 

^ (^»#-§-9 2 7) 

4- [ [N- (3- (hl)y^a?i^/U) s<^VjjU) 7>y^f 
lV\ tXiJ-^y (19. 9mg, 0. 0 5 8 mmo 1 ) (OT± h- h V Sl> (l. 0 
mL) (^U-^^yH^D^XsSmg, 2. 7mmolJ£S 

^ 3- (Fy7/l/ta>h*-» '<y^U7'D ? K (1 2. 3m g 



20 



30 



WO 00/69432 PCT/JPOO/03203 

3 2 5 

, 0. 0 4 8mmo I ) <DT± h- h V ^ (1 . OmL) gSBcfcJn*. 6 0°CT* 2 . 
5 BOTTOM* Lfc, 7xs*^ VS'T*— h (6. 9mg, 0. 048mmol) £ 
ftmLfclOSiMKjfcAD*., 2 5 r-CX BOTH** Ufclt, 5J5S^*S:Va r i a 
n™ SCX*7AlcML, y*y-vu (2 OmL) T'&frLfc. ±J55c^£2M 
5 NH S ©> vl/jgSrC&tbU igit5r <t^i:9> 1- [3- ( h !) 7;U*a 
> h^rv/) 'O'vvl'] -4- [ (N — (3- ( MJ 7 JV-fru ;\,) *<W4fi,) 

y v 'yM 7?;^ ^vkl y s?> MbS4&#-§- 927) t lt 

#fc (2 2. 8mg. 9 1%) . JES(iRPLC/MStt*»fc (9 9%) „ E 
SI/MS m/e 5 18. 1 (M + 4-H, C 2 „ H 2 5 F 6 N 3 O a ) 
10 [HIM1 6 59-1 7 1 0] 

1 6 5 8Cttot**lfc. ESI/MSf^, HX£, J3j;t;iR^3 3l:S 

^ 33 

15 









ESI/MS m/e 


|Rft (mg) 


(%) 


1659 


875 


C23 H26 F3 N3 02 


434 


6.3 


40 


1660 


876 


C23 H25 Br F3 N3 02 


512 


4.3 


23 


1661 


877 


C24 H25 F3 N4 02 


459 


11.3 


68 


1662 


878 


C23 H25 F3 N4 04 


479 


8.3 


48 


1663 


884 


C25 H29 F3 N4 03 


491 


10.8 


61 


1664 


| 885 


C24 H28 F3 N3 04 S 


512 


9.0 


49 


1665 


1 886 


C23 H25 F4 N3 02 


452 


12.7 


! 78 


1666 


887 


C24 H25 F6 N3 02 


502 


13.9 


77 


1667 


888 


C23 H26 F3 N3 03 


450 


. 11.5 


71 


1668 


889 


C29 H30 F3 N3 02 


510 


.12.4 


68 


1669 


890 


C27 H28 F3 N3 02 


484 


12.0 


69 


1670 


891 


C23 H24 C12 F3 N3 02 


502 


11.4 


63 


1671 


892 


C24 H28 F3 N3 03 


464 


11.7 


70 


1672 


893 


C24 H26 F3 N5 05 


522 


13.9 


74 


1673 


894 


C26 H32 F3 N3 03 


492 


11.3 


64 


1674 


895 


C24 H28 F3 N3 02 


448 


4.8 


30 


1675 


896 


C24 H25 F3 N4 02 


459 


17.5 




1676 


897 


C24 H26 F3 N3 04 


478 


9.2 


57 



WO 00/69432 



• 



3 2 6 
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1677 


898 


C24 H26 F3 N3 04 


478 


8.9 


55 


1678 


899 


C24 H28 F3 N3 03 


464 


13.7 


82 - 


1679 


900 


C25 H28 F3 N3 04 


492 


18.6 




1680 


901 


C29 H30 F3 N3 02 


510 


13.7 


75 


1681 


902 


C23 H24 F3 N5 06 


! 524 


12.6 


67 


1682 


903 


C25 H30 F3 N3 04 


494 


14.0 


79 


1683 


906 


C25 H30 F3 N3 02 


4 62 


11.2 


67 


1684 


907 


C31 H34 F3 N3 02 


538 


19.6 


75 i 


1685 


908 


C30 H31 F3 N4 03 


553 


30.4 


76 


1686 


909 


C30 H31 F3 N4 03 


553 


| 12.6 


63 


1687 


910 


C23 H24 C12 F3 N3 02 


502 


11.0 


61 


1688 


911 


C23 H25 CI F3 N3 02 


4 68 


20.2 


89 


1689 


912 


C23 H24 Br2 F3 N3 02 


590 


20.2 


95 


1690 


913 


C24 H28 F3 N3 03 


4 64 


12.6 


76 


1691 


914 


C30 H32 F3 N3 03 


540 


13.9 


72 


1692 


915 


C24 H28 F3 N3 03 


464 


8.3 


25 


1693 


916 


C22 H25 F3 N4 02 


435 


2.5 


8 


1694 


917 


C22 H25 F3 N4 02 


435 


2.7 


9 


1695 


918 


C26 H30 F3 N3 04 


506 


3.9 


22 


1696 


919 


C24 H28 F3 N3 02 


448 


15.9 


99 


1697 


920 


C24 H25 F6 N3 03 


518 


20.3 


81 


1698 


921 


C27 H28 F3 N3 02 


484 


15.5 


89 


1699 


922 


C20 H26 F3 N3 02 


398 


7.3 


51 


1700 


. 923 


C29 H29 CI F3 N3 02 


544 


12.5 


48 


1701 


928 


C24 H25 F6 N3 03 


518 


21.4 


86 


1702 


929 


C24 H28 F3 N3 02 S 


480 


23.7 




1703 


930 


C24 H28 F3 N3 02 


448 


21.3 


99 


1704 


931 


C24 H25 F3 N4 02 


459 


21.4 


97 


1705 


932 


r *?'3 Hi KfA r\A 
O^O n<£H CO NH U*i 


513 


15. 6 


63 


1706 


933 


324 H28 F3 N3 02 


448 


16.6 


77 


1707 


934 ( 


:22 H25 F3 N4 02 


435 


18.0 


43 


1708 


935 ( 


223 H25 F3 N4 04 


479 


15.1 


65 


1709 


936 ( 


:23 H25 F3 N4 04 


479 


15.4 


67 


1710 


1615 ( 


324 H25 F6 N3 02 S 


534.2 


26.3 


99 1 



mmm 1711] 1- [4- \2±u^Z3Ul -4- [ tn- 1 

fc&ft#-fr9 3 7) (D&fife 



WO 00/69432 PCT/JPOO/03203 

3 2 7 

4- [ [n— o- (by7;i/to^f/i/) ^^/^) i/y^/u] 7?;^f 

/U] t°-< y (20. Omg, 0 . 0 5 8 mm o 1 ) <D* * J ( 1 . 0 m L 
) gfiNaBHjCN (16. 5mg) & % 4- (Sf/^VV'T $ /) ^^XT/Uf 
fc K (30. 4m g) 0. 2 0 4 mm o 1 ) 0>5%BHH&ffi (1. OmUtcADx. 
5 . 6 0°CT'l 9tifffimWLfz a *«t«rfif* L-CB»*r#*i. T*h=hy^ (2. 
OmL) i:7i^y'>7^-h (6. 9m g, 0. 048mmol) SrAPx., 
2 5 < tT*lH#F 8 ^#tfc 0 glfg^^Va r i an™ SCX*7^tMU > 
9 J—A> (2 OmL) X*m&Ltz. 0 t^lr2M NH 3 -^y-^ (6mL) £ 

ffl^-c^ffiu mmmzmffi-rz^kizzv. 1- [4- (^^75/) ^ 

10 >7V] -4- [ (N— (3- (h})7fr*n*?-ju) ^JyfjU) Ws)^ T% 
yy?vu] fcxyv>y Mk^«#t9 3 7) LT#fc (13. 5 

mg, 4 9%) o |«6^»iRP LC/MSM>!)fc (87%) 0 ESI/MS m 
/e 4 7 7. 3 (M + + H. C 2 5 H 3 , F , N 4 O 2 ) 
CHJS^J 1 7 1 2- 1 7 2 9] 

171 1 \£&<z>X&f&L1to iHf-CJfeJltf, #&TLC (S i0 2 ) T'*!M U g#J 

^ 34 









ESI/MS m/e 


HXft (mg) 


(%) 


1712 


879 


C24 H26 F3 N3 04 


478 


13.0 


62 


1713 


880 


C24 H26 F3 N3 04 


478 


16.3 


78 


1714 


881 


C23 H25 Br F3 N3 02 


512 


11.4 


51 


1715 


882 


C29 H30 F3 N3 03 


526 


13.4 


58 


1716 


883 


C23 H25 CI F3 N3 02 


468 


7.9 


39 


1717 


904 


C23 H26 F3 N3 03 


450 


3.3 


17 


1718 


905 


C21 H23 F3 N4 04 S 


485 


27.7 


98 


1719 


938 


C23 H24 CI F4 N3 02 


486 


8.6- 


30 


1720 


939 


C23 H24 Cl F3 N4 04 


513 


11.0 


37 


1721 


940 


C23 H26 F3 N3 03 


4 50 


5.5 


21 


1722 


941 


C24 H24 Cl F6 N3 02 


536 


11.2 


36 


1723 


987 


C30 H32 F3 N3 02 


524 


17.5 


76 


1724 


1449 


C25 H30 F3 N3 02 


462 


21.6 


80 



WO 00/69432 
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1725 


1450 


C26 H32 F3 N3 02 


476 


23.5 


85 


1726 


1452 


C27 H35 F3 N4 02 


505 


5.1 


17 - 


1727 


1453 


C26 H32 F3 N3 03 


492 


22.0 


77 


1728 


1454 


C25 H30 F3 N3 03 


478 


21.4 


77 


1729 


1456 


C25 H28 F3 N3 04 


492 


23. 8 


83 



im&m 1 7 3 0] 1 - [3-b KnJr->-4-^ hfrv^Ovvl/l -4- [ f 
N- (3- (Y^y^a^^-jV) s<yyj;U) jj jy/u] T ^ 7 p< ij 

w (jk&MUkl 452) tp^Bfc 

5 4- [ [N— (3- ( h V y/^a^i^/U) ;/!)->vl/| 7^y^f 

/U] t°-<y v^>- (20. Omg, 0. 058mmol) t 3-t>'o^-/-4-^ 
h*^yX'T»?*t K (3 3mg) (0 5%^/^^/-^ (1. OmL) 

N a BH 3 CN (16. 5mg) t& 5 * (1. OmL) ffisjftfc 

Jn*» 6 0°CT*1 5B*ffl«#Lfc. K£££4&£Va r i a n™ SCX*5A^ 
10 ffiU (15mL) Tifc#Lfc 0 ±f$ l ®&2M NH 3 -*?y~,u (5 

mL) fcfflVvcSffiU S^-TSr«!:lcJ:!J x 1 - [3 - t Ko^>- 4 -7 
i"<>*J;V] -4- [ [N— (3- (h!)7^D>f;u) 'OW/u) /y-^u 
] 75/>^;l/] f^y^V (ft^ffl 4 5 2) £#fc (2 5. 8mg, 9 2 
%) . *ESr±RPLC/MSlCT*«)fc (9 1%). ESI/MS m/e 4 8 
15 0 (M+ + H, C 24 H 28 F 3 N 3 0 4 ) 
LMMM 1731-1733] 

7 3 OCiifttaoT^Lft, jfi5.»-C*>lxff^l&TLCJJ:J:oTBM*Sr#fc 0 
ESI/MSf-^ *5j:tfl|X^£^3 5t*iftfc, 

20 . m 35 









ESI/MS m/e 


JRS (mg) 




1731 


1455 


C24 H28 F3 N3 04 


480 


24.0 


86 


1732 


1647 


C27 H34 F3 N3 02 


490.2 


23. 6 


96 


1733 


1649 


C26 H32 F3 N3 02 


476.2 


23.1 


, 97 



1 7 3 4] 1- (4-'<yi/jU'<>>i//U] -4- [ [N- (3- (hV 
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9 2 6) <D&f& 

t #V*)V-fc zz.fr t a 0 K (4. 2m g, 0. 0 3 7mmo'I) ©?dd*H 



5 mmo 1 i&S/ g jfftfla) £.4- (-O'vVl') -O-^T^^— ^ (8. 7 m g N 
0. 0 4 4mraol) ©^nn^UA (1. OmL) ^fSlCflPx., 2 5°CT*15H# 
r B im^tfc 0 4- [ [N — (3- (HJ7/Uto/^) ^yy^f/u) ^y^/U) 
T 5: 7 t J-frl (15. 1 m g , O. 044mmol) tKI (2mg 

10 y^r^-h (5. 2m g ) z'&MLtzBLfcm&mzMzL. 2 5°cx°imr$mwm 

, KiS^Var i an™ SCX#7-Mc^U y ^ y -/U (2 0mL) T* 
gt^tfc 0 »I:2M NH 3 oy^y-^ (5mL) M^ffl^T^ffi, »*g-*- 
SdirfcJ:*), 1- (4 --OvvW^^/l/J -4- [ [N — (3- (h})7fr?f 

15 ) £ftfi&/tt]:t#$;£ LX&tz. (5. 6m g. 2 9%) a MSfiRP L C/MS 

*fe7t(9 4%) 0 ESI/MS m/e 5 2 4. 1 (M + + H, C 3 oH3 2 F 3 N 

3 o 2 ) 

[##0ij3 1] 4 - [ [ (N— (^O^/U^^/U^-AO ^y^/U) T^y 
] y9vu] -1- (t e r t-^h^^/^-zU) f^ij i/l/O-gifr 
20 4- -1- (te r t-7*^y*yV*'^) f^U^^O 

. 5 4g, 16. 5ramol) O^on^A (8 0mL) ill:, h \) ^frT 
(2. 8mL, 2 0mmo 1 ) % N- (-O vVl^=*- *S* fri^—fr) 
(3. 77g, 1 8mmo l) v EDC I (3. 45g, 18mmo.l) , Jsitf 
HO B t (2. 43g. l8mmol) £*D;t, 1 5 H#(t.1t8# Lfctg, 2M 

25 NaOH7K^?S (lOOmL) ^iPx./c 0 *f«S£#|«U TWf^v^nny^ 
>ftt3tBLfc (10 0mLX3) „ W^^^*T, h y -7^T^^ 

. Hl.i§, 2g*SL/c 0 *7A^nvh^77^ (SiO z , «if^) ^i^K 
L, 4 - [ [ (N- {^WfrjsrSr'slJfrlf^fr) Wi/fr) T$y] /fA-] - 
1- (ter t -Zf Y*<sH)Vft=.)\,) t°^y WtcT^fr-yy LTt# 
30 fc ( 6 . 27g, 9 4%) 

[#3§-0i]3 2] 4 - [ (?'y y) y - 1 - ( t e r t -7h»y 



(i. omD mm&xtf (^u-yy^f/v) 
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4 - [ [ (n- {'<>'i//u**is$/\,#=.,u) Wsjv) 7?;] Mf-A^ -i 

- (t e r t-T^ tvyi?y (6. 2 6 g, 15. 4mmo 1 

) <D*9/—JV (lOOmL) %m&* 5%'<7i?<}J»&im (6 2 0mg) <D#& 

L> 4 — [ j**-*-] -1- ( t e r t -Z? Y ' 

\?s<Ws&mftkLXnti (3. 8 4 9 2%) . 

[#%#J 3 3 ] 4 - [ [ (N— (2-7^y-5-^DP^>yVyW) gjjJ/yU 

10 4 - [ (i/y^PT?/) ^fvU] -1- (ter t-yf^r->*^=;v) t° 
^y-^ (1. 3 3g,4. 90mmol) W^nn^A (2 5mL) gfc 
h ]} =^f-;UT ? > (0. 7 5mL > 5. 4mmo 1) N 2-75/-5-^nng 
-S^St (840mg, 4 . 9 mm ol) , EDCI ( 9 4 0 m g , 4. 9 mm o 1 
) , ^il/HOBt (6 6 0mg, 4. 9mmol) &MzL, tfif 3 H#P B 1lf# L 
15 fcg, 2M NaOH*gi (2 0mL) ZMtt* W$£S£#(iiU Tkl^v^ 
nn^^VT'fibffiLfc (2 0mLX3) 0 W«Ji£-g-:b-ttrT, 4&7kMf-by<7A 

Mils iSHLfCo *7i^7^^77^ (S i0 2N (cJ: 
9»8L, 4- [ [ (N— (2-7i/-5-^oD^y^^) j/y^A-) 75 
>fvU] -1- (ter t -7 M$=.fr) f^y^y^gftHtH 

20 fc ( 1 . 6 3 g , 7 8 %) o 

3 4 ] 4- [ [ (N— (2-7$/-5-^PP^yy^^) 

4- [ [ (N- (2-7?y-5-^DD^<y-/>fyl,) ^0«>vU) 7?7] * 
A-3-1- (tert-7"^->A;to) b^y^y (1. 6 3g, 3. 8 4 
25 mmo I) ©^/-/l/ (2 0raL) ISlI, 4M HC 1 <D -y^r^y ( 9 . 5 

mD mrnzM^ m^x'6mmwLtc 0 Kizn-smzmffiL. 2m n 3 oh 

Km®. (20mL) SrAPx., -^CD^y (20mLX3) T'tttti Lfc 0 ttti 

£^fr-trc, »7K«^hy^7AT'^ jHi§, sits^tia^ 4 - [ [ ( 

N- (2-7;/-5-^DDA:y/^;i,) i/y->yU) 7^/] tTsW] f-^yc/ 
30 ( 1 . 1 9 g, 9 5%) : l H NMR (CDC 1 3% 2 7 OMH z) 8 1 

.10-1.76(m, 4H), 2.55(td, J = 2. 4 £12. 2 Hz, 2H), 3. 00-3. 10 (m, 2H), 3. 17(t, 




• 
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J = 6. 2 Hz, 2H), 3.48(s, 2H), 4.03(d, J = 4. 9 Hz, 2H), 5. 50(br. s, 2H),. 6.1 
1-6. 23 (m, 1H), 6.60(d. J = 8. 8 Hz, 1H), 6. 85-7. 02 (m, 1H), 7. 15(dd, J = 2. 7 
tS.8 Hz, 1H), 7.38(d, J = 2.4 Hz, 1H) ; E S I /MS m/e 3 2 5. 2( 
M + + H, C 15 H 23 C 1 N 4 0 2 ) 
5 '4- [ [ (N— (2-75;-5-7'n^y/^^) ^*y ->;U) 75 

7] 73vi7| ^Oi^yt. Kl&1rbimt3£Tfi&fomt:m^X$3$m3 3t3£Xfi 
3 4l:j8ot^l,t. 951mg, 6 4 % ( 2 IS) ;ESI/MS m/e 
3 6 9. 2 (M + + H N C 15 H 21 B r N 4 0 2 ) 

[HJStfil 1 7 3 5] 4- [ [ (N — (2- (t e r t -7 h =fr /VtR-sUT ? 
10 7) -4, 5-^7;M-a^yV/U) gJH/ylQ T$7] 7^] -1- (4- 
? p p ^ > Sj 2 X^-g-f^c 

1- -4- [ (^0 5/^7 5/) 7 ^] fc'^y^- 

(7 3 8mg s 2mmol) O^DD^y (2 OmL) h x ) 

xf;P7^ ( 1 . lmL, 8 mmo 1 ) , 2 - ( t e r t -7" h *i/jjjUj}f=. ;U 
15 7$/) -4, 5-^ic$,lil (607mg ( 2. 2mmol) % EDC 
I (4 2 2mg, 2. 2mmo 1) , fcilfHOBt ( 3 3 7 m g , 2. 2mmo 
1) fcjjn*., Sta-Cl 4«rW«j^Ufca, 0. 6M NaOH*tg?g (5 OmL) 
£*P;L, v'^nci^^^-CffiffiLTb (30) i«tM)!> 
AfKi, Mii, ML. 4- [ [ (N- (2- (ter t -7 Y**sl3)Vif,-fr 

20 757) -4, s-i/y/vXu^y^/j >v) Ws/v) 7?/] *?vi7] -1- ( 

v=^Sr#7t (1. Olg, 9 2%) 0 ESI/MS 
m/e 551. 3 (M + + H, C 27 H 33 C 1 F 2 N 4 0 4 ) 

Ski-, 4 — [ [ (N— (2— (ter t-7h + v/*^^7^/) -5- 
h y yivHruttj-jv^sV-i )V) Wi/jV) 7?/] 79vl/| -1- (4-7nn 

j#Lfc<, 3. 03g, 8 2%; ESI/MS m/e 5 8 3. 2 (M + + H, C 28 
H 34 C 1 F 3 N 4 0 4 ) 

# 5 3 "" 4- [ [ (n— (2-7-;y-5-HJ7^p^f^y^ 

;u) £ y 7 5 7 ] 7 gvtj y v^O£-fiic 
30 1- (4-^oD^y-/;!/) -4 - [ [ (N — ( 2 -7 5 7 - 5 - h y 7yU;tn 
^f-^^^M'M ? Vis/ls) 7 5 7] *?vu] t^Dv'y (44 7rag> 0. 9 
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3mmol) irPd (OH) 2 (60mg, 0. 23mmol) CD 5 %J8Sfe/ * 9 / 
-/U (lOmL) 0<C~C1 4B*|8!«#Lfc 0 ^7^^ftKt7^ hjg 

iBLTISfcSfcU «^^SlLfc„ »1M NaOH7K^?S (l 5mL) £2)0*. 
„ RKi^U-Cttita Lfc (3 0mLX3) . *««4:^to*-C, tefcmktYVV 
5 A±$£$, ttifi % ML7t 0 ^7A^D?F/77-f- (S iO z , ft&^/u/^ 
^/-/W/MJ^/U75^=70 : 2 5 : 5) J: 9 fifftl U 4- [ [ (N- ( 
2 - 7 ? / - 5 - h !l > f y^^y^ /U) 7 5/] > t° 

^J-^S:#fc (284mg, 8 6%) , ESI/MS m/e 3 5 9. 0 (M + 
+ H. C 16 H 21 F 3 N 4 C- 2 ) 
10 £P>|£ N 4 - [ [ (N- (2-7^7-4, 5-^7^n-<>/^/w) ^i) 
AO 75/] ^/l'] t^!)S^ 4- [ [N— (2- (ter t-^h^^yU 
^^75 /) - 5- MJ 7/V7!rut h*i/'<» r '{/l') ^Uvvi/J T%;*=f-)V 

1 fcV<!>5?>\ *J«tt>*4- [ [ (N- (2- (ter \.-?Y**/*fl,i£=.A,T% 
/) -5- h!J7;i/tD7 h^^yy^/u) ^u-^) 75/] /-^/i/] tv^y 

4 - [ [ (N- (2-757-4, 5 - v ? 7/Votn-<yyV/V) ^JJi^tO 75 
tV^^:5 64m gl 89%;ESI/MS m/e 3 2 7. 

2 (M + + H, C 15 H 20 F 2 N 4 O 2 ) 

4 - [ [ (N— (2 - ( t e r t -:/ h *f$J ;Vi$=.;V7 5 / ) - 5 - h !) 
20 hdrv--<>yVyU) ^!)^u] 757^f^] tr^ !) : £fi#j ; 1 H N 

MR (CDC 1 3 , 4 0 0MHz) 5 1. 10-1. 25 (a, 2H), 1. 45-1. 73 (in, 3H), 1.51 
(s, 9H), 2.53-2.64(ra, 2H), 3.04-3. 13(m, 2H), 3.22(t, J = 6. 3 Hz, 2H), 4.09( 
d, J = 4. 6 Hz, 2H), 5.9l(br. s, 1H), 7.08(br, s. , 1H), 7.32(d. J = 9. 0 Hz, 
1H), 7.38(s, 1H), 8.43(d, J = 9. 0 Hz, 1H) 
25 4- [ [ (N- (2- (t e r t-~f Y*f* ;\si£-/V7 K S) -4, 5-^7 
^o^OWaO ?})-y,U) 757] /^/U] 3 10mg, 4 0% 

; ESI/MS m/e 4 2 7. 3 (M + + H, C 20 H 28 F 2 N 4 0 4 ) 

4- [ [ (N— (2 - ( t e r t -7*h^v'M^;l/75y) - 5 - h V y/U 
^□^f/^y^yl') i7*D->/U) 757] tf-su] tX!)^y : i. 3 5g, 5 
30 7%;ESI/MS m/e 4 5 9. 3 (MHH, C 21 H 29 F 3 N 4 0 4 ) 

1 7 3 6] 4- [ [N— (2-757-5-^DD^y^;U) ^i).> 
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f±\ Tiy^f-^] -1- (4-x hJrV^y^U) (fc£%3#-s§- i 4 

29) , tSXXfil- (4 -J. FJr-/^yy?;V) -4- [ [N- (2- 

^ (ik£®>%% 1 4 3 3) <d£e£ 
5 S'TVTkfc'fb***-*- h i» (1 4 Ommo 1 ) <D*$ J—)^ (0. 4mL) 
i§?&£4- [ [ (N- (2-75 7-5-i?ciD^>-i/^yU) 757^ 
fvu] tvy-^y (0. lOmmol) , 4-xF^>"<yX7;i'ftK (0. 1 
Ommo 1) % mm (0. 0 5 0mL) % *i ,fc Ov^ / -VU (l. 6mL) <Di&& 

mcimz.. 6 o°cx-i 4mr*m&Ltz 0 s^-a-ti^va r i an ™ scx*?a 

10 ICjI^U *9J—fis (2 0mL) -Cifc^tfc. £fijc$l£2M NH 3 <ZM*/-/U 

®mx~mmL. mmLtz, ^tlc (sio 2 , rnrn^*//? ;-m 

4- [ [N— (2-75y-5-^Dn/<y/>f;b) ^y*7U] 75/^^] - 
1- (4-oih#^>^/U) e-:y^y Mb^<»#*l 4 2 9) . *5iT/l- ( 
4-3. h^fv"<>'v ? ^) -4- [ [N— (2- (4 h^v-^y^) 7$/- 
15 5-^o^>A;U) ^!)vvt/| 7?/>f^] t'^!)i^ (ft^ff 143 
3) &#/c 0 

-fk^§-§- 1429:4. 5 m g , 20%; *fiKfiR P L C/M S (CT^fe/c ( 
9 5%) . ESI/MS m/e 4 5 9. 2 (M + + H, C 24 H 3 , C 1 N 4 0 3 ) 
-fb^#-§"l 4 3 3 : 8. 4mg, 2 8 % ; *fi£ttR P L C/M S tT*»fc ( 
20 9 8%) „ ESI/MS m/e 5 9 3. 2 (M + +H, C 33 H n ClN 4 0 4 ) 
[^Jfcffl 1737-1779] 

7 3 6,©*fel:(itot^Lfc. ESl/MSf-^, HXfiL *3«fcUW£3?3 6 
25 * 36 









ESI/MS m/e 


IRS <mg) 


JR^- (%) 


1737 


1430 


C24 H29 CI N4 04 


473.0 


3.1 


13 


1738 


1431 


C24 H31 Br N4 03 


505.2 


5.8 


23 


1739 


1432 


C24 H29 Br N4 04 


517.0 


4.1 


16 


1740 


1434 


C33 H41 Br N4 06 


637.2 


9.7 


30 ! 
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17/31 
1 / H. X 




C24 H31 CI N4 02 


443.2 


9.7 


44 




1 4 ^£ 

.11 Jo 


Hoo CI N4 02 


457 . 2 


12.5 


55 


1743 


1 4 ^7 


L.<£5 HJJ CI N4 03 


473 . 2 


9.4 


40 


1744 

1 / *± H 


14 JO 


u^4 Hoi Br N4 02 


489.2 


5.9 


24 


1 7 4 S 


1 4 "5 Q 


C*s5 rloJ Br N4 02 


503.2 


15.2 


61 


1 / 4 O 


14 4 U 


C25 H33 Br N4 03 


519.2 


11.0 


43 


17 4 7 
1 / 4 1 


1441 


C23 H29 Br N4 02 S 


507.2 


9.3 


37 


1 74A 

i / 40 


i 4 /i 0 
14 4Z 


C33 H41 CI N4 02 


561.4 


6.8 


24 


1 7 /! Q 

i / 4 y 


*i /1 /i 0 
14 4 J 


C35 H45 CI N4 02 


589.4 


9.8 


33 


1 / DU 


1 X >l A 

14 44 


C35 H45 CI N4 04 


621.4 


9.4 


30 


1 /51 


1445 


C33 H41 Br N4 02 


605.2 


6.5 


21 


1 T C O 

1 /5Z 


1446 


C35 H45 Br N4 02 


635.2 


10.7 


34 


1753 


1447 


C35 H4 5 Br N4 04 


665.4 


12.4 


37 


1754 


1448 


C31 H37 Br N4 02 S2 


643.2 


7.6 


24 j 


1/55 


1457 


C24 H32 CI N5 02 


458.2 


4.5 


20 


1756 


1458 


C23 H29 CI N4 04 


461.2 


6.0 


26 


1757 


1459 


C24 H32 Br N5 02 


504.0 


6.8 


27 


1758 


1460 


C23 H29 Br N4 04 


505.0 


8.0 


32 


I 1759 


1461 


C31 H37 CI N4 06 


597.2 


5.9 


20 


1760 


14 62 


C31 H37 Br N4 06 


643.2 


6.0 


19 


1761 


1514 


C26 H36 CI N5 02 


486.2 


5.5 


23 


1762 


1515 


C23 H29 CI N4 04 


463.0 


5.8 


25 


1763 


1516 


C26 H36 Br N5 02 


530.2 


4.2 


. 16 


1764 


1517 


C23 H29 Br N4 04 


505.0 


6.5 


26 


1 T C C 

1 / o5 


1518 


C31 H37 CI N4 06 


597.2 


4.3 


14 | 


1 T C C 

1 /oo 


1519 


C31 H37 Br N4 06 


641.2 


5.3 


17 


1 /O / 


1570 


C23 H29 CI N4 02 S 


461.0 


2.7 


12 


T T £ O 
1 / DO 


1571 


C31 H37 CI N4 02 S2 


597.2 


4.9 


16 


1 7 CO 


1 c c 1 
lDOl 


C37 H49 Br N4 02 


663.2 


5.5 


17 j 


1 77n 
i / / u 


1 DOZ 


C26 H35 Br N4 02 


515.2 


6.0 


23 


1771 
1 / / 1 


-1 «c c 0 
1 boo 


C35 H45 Br N4 02 


633.2 


5.0 


16 


1 / / z 


1654 


C25 H33 Br N4 02 


501.0 


6.2 


25 


1 77 "2 
1 / / O 


1655 


C37 H49 CI N4 02 


617.4 


5.6 


18 | 


1774 


1656 


326 H35 CI N4 02 


471.2 






1775 


1657 ( 


:35 H45 CI N4 02 


589.2 


4.6 


16 


1776 


1658 ( 


:25 H33 CI N4 02 


457.2 


5.3 


23 


1777 


1785 ( 


:26 H33 F3 N4 02 


491.2 


4.7 


12.8 


1778 


1786 ( 


:25 H29 F3 N4 03 


491.2 


3.7 


10.1 


1779 


1804 ( 


:25 H32 F2 N4 02 


459.2 


3.3 


9.6 
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\MMM 1 7 8 0] 4- [ [N— (2-7*5 5- h ]) 7^*** hjW 

^ ab-a-jfe)#-§- 1 9 o 3) <d&& 

5 4- [ [N— (2- (t e r t -T^h ^r^^^-^T 5 J ) -5- !)7/U 
■fru/ h*-» ^^^Di'/V] 7 5/^^^] t^Ui/y (o. 0 5 0mm 
ol) , tVl^O-XT^xh K (0. 0 6 Ommo 1 ) , N a H 3 CN 

(0. 15mmol) , *5iW^;-/Ml. 3mL) ©^fc » (10 
mL) &*JD;t, 6 0 o C-C*8B#P B W#Lfc e ^SlC&SfltgV a r i an™ SCX#y 
10 .AlcAffiU ^^/-/L- (lOmL) X'VcftLtZo £fi5ct)£2M NH 3 ©^;- 

;u (5mD mmx>®tm,. nmLtc a 4m hc i o^*^^ ( 

2mL) £J)D;L, ?&?££^&T--I!fc8l# Lfc. »K*L L Cld J; 9 fftg U 

4- [ [N— (2 -75 / - 5 - h y ^) ^Vi/fr] 7 

$ y y-fvk! - 1 - (4 — f yya tvi^y v» t'^y-yy MbfrGWt-'f- no 

15 3) £#fc (6. 6mg, 2 6 %) . MSfiR P L C/M S fdTJjt^/c (93%) " 
„ SI/MS m/e 5 0 7 (M + + H; C 2 6 H 3 3 F 3 N< O 3 ) 
[HiStf'J 1781-1783] 

ttWVB^Zib&fai:. *ft*h,#j£i-5JS*Ms iu^aj&ffl^T-JllfeW 1 

7 8 0O*felC«oT^Ut. ESI/MSr-*, *3 £T>'ifc35&« 3 7 

20 lc*tfefc 0 

^37 









ESI/MS m 

/e 


J&fi (mg) 


(%) 


1781 


1904 


C26 H33 F3 N4 03 


507 


9.6 


37.9 


1782 


1917 


C25 H31 F3 N4 OS 


525.2 


1.2 


3.1 


1783 


1918 


C24 H29 F3 N4 04 


495.2 


2.8 


7.5 



[HiSfe^l 1 7 8 4] 4- [ [N— (2— 7^y— 4, 5 - v^M-n ^<>yV ;U 
25 ) 7$/yf^] -1- (5-/n^-2-iK^y-^) fcV^y 

(jbj^#±2 0 5 2) g>&$ 
4 - [ [N- (2 - ( t e r t - :/ h *i/iJA'tf~A'T. % J ) - 4, 5 - {i>7 
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A,*a*i*y4A,) Wyjv] T%J**f->V\ f^yi» (0. 050mmol) 
, 5-/p*-2-xh^>X7;UfbK (0. 15mmol) % *<!?J->V 
(1. 2mL) , l&ZXHm. (0. 0 3 0mL) ©fi^fcfc, N a B H 3 C N (0. 
2 5 mm o 1 ) £Jg;t, 5 Ottf 1 3B#F B 1jf # Lfc c HfifdftiP U V a r i a n T 
M SCX#7A{C«U (5mLX3) TftfrLfc. M^2M 

NH 3^^^ (5mL) *tt?»fflU »«Lfc 0 i??uuj?y ( 

lmL) *S«ktfh y 7^*v&m (0. 5 0mL) ^jpi, iififlO^Lfc 
o' Sft^feSrSll, ;-Mcmmi>. Varian™ SCXX7yA 

KAflfU *9/—fr (5mL) T-Sfe^tfc 0 »^2M NH 3 <Dp<*/-,u ( 
5mL) »»-C»ffiL, *BU*i. »|!TLC (S i0 2 , HffifeifvU/^ * J -;U 
= 10 .1) |£j:!3««U 4- [ [N— ( 2 -T5y-4, 5-^7^n-<v 
yj/U) yVis^l TS/^/l-] -1- (5-yo*-2-xh^y^) 
fWy^V (ft^ff20 5 2) (10. 2mg. 3 8%) „ MttR P 

LC/MSCttfefc (9 6%). SI/MS m/e 5 3 9. 2 (M + + H, C 
24 H 29 B r F 2 N 4 0 3 ) 
[HlfeW 1785-1792] 



20 



^ 38 









ESI/MS m 
/e 


Kit (mg) 


J|X* (%) 


1785 


2053 


C30 H34 F2 N4 04 


553.4 


12.7 


46 


1786 


2054 


C27 H30 F2 N4 03 


497.2 


13.7 


55 


1797 


2055 


C23 H28 F2 N4 04 


463.2 


10.1 


44 • 


1788 


2056 


C22 H24 Br F3 N4 02 


515.2 


7.7 


30 


1789 


2057 


C23 H27 Br F2 N4 03 


527.0 


8.6 


33 


1790 


2058 


C24 H30 F2 N4 04 


477.2 


6.4 


27 


1791 


2059 


C28 H30 F2 N4 03 


509.4 


6.7 


26 


1792 


2060 


C25 H32 F2 N4 05 


507.2 


7.2 


28 



immw 1793] 4- c cn- (2-7; y-4, 
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) ?*)*sM t;7>5vi/) -i - (3, A-i?^Y*\/-<yJfr) t^ys^ ( 
^ 2 0 6 5) 

4- [ [N- (2- (ter t-yh^>*/^=^7 5;) -4, 5- {iS7 

/u^n-o-yxr^) ^y^u] 7$/>f/i'] t°^y^> (o. osommoi) 

5 , 3, 4-v ; xhJf-v"<yX7;i'ft K(0. 15mmol) N — ( 1 . 

2mL) , J8.fctfSHfc (0. 0 5 0mL) Og^liNa BH 3 CN (0. 25mm 
o 1) ZM*., 5 0°CX—mmWLtz o ^mc&ML. Va r i an™ SCX*7 
AfcAlfrU ftS—As (5mLX2) "Cifc^Lfc. £fi£t>£2M NH 3 ©^^y 
— (5mL) j&iTCjgttlU «MiLfc. g^DD^y (2mL) t7i 

10 ^Ky^-h (0. lOmL) Sr^D^, StfiT? 1 »#IWflH$ U Var ian T 
M SCX*7^ICMIT^^;^ (5mL) Ti5fe#L7t„ ±J&®Z2M NH 3 

(5mL) it$t£/8^T@fctJU 8il.fco aat*^^/~/u (0. 
2 5mL) (C*gfi?U 4M H C 1 (O^yir^r^V (0. 12 5mL) S8fc£*D;i, 
m.fo-e-mW:W Litfg Lfc 0 «HE&**y'-;WC»#U Varian™ SCXA 

15 ^KlAflfU (5mLX2) T'ifc^L/t. «W2M NH 3 0^^ 

/-/U (5mL) *«*fflV^TffifttlL, »«t5wiiaD, 4- [ [N— (2- 

T?y-4, 5 -v^u^o-o-yVA-) ^y^u] 75;^^] -i - (3, 

4-v ; ^h#v^^<>^) ^!J-/y (ft^*#*2 0 6 5) (2 1. 2m 

g, 8 4%) . «£ttRPLC/MSt£-CJK«>& (97%) „ ESI /MS m/ 
20 e 5 0 5. 2 (M+ + H, C 26 H 34 F 2 N 4 0 4 ) 
[301^1 7 9 4- 1 8 0 8] 

7 9 3©;&ifcfcfcoT£-fifcUi:, ESI/MSf-^, Ifcfi, *J iW*^ 3 9 
25 Si 39 









ESI /MS m 
/e 


(mg) 




1794 


2061 


C23 H27 F3 N4 02 


449.2 


12.6 


56 


1795 


2062 


C23 H27 F3 N4 03 


465.2 


19.7 


85 


1796 


2063 


C25 H32 F2 N4 04 


491.2 


19.8 


81 


1797 


2064 


C22 H24 Br F3 N4 02 


515.2 


17.5 


68 


1798 


2066 


C2 9 H32 F2 N4 03 


523.2 


18.0 


69 
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1799 


2067 


C26 H34 F2 N4 02 


473.2 


21.9 


93 


1800 


2068 


C22 H24 CI F3 N4 02 


469.2 


11.2 


48 . 


1801 


2069 


C24 H30 F2 N4 03 


461.4 


20.2 


88 


1802 


2070 


C23 H27 Br F2 N4 03 


527.2 


17.7 


67 


1803 


2071 


C24 H30 F2 N4 04 


477.2 


10.9 


46 


1804 


2072 


C25 H32 F2 N4 03 


475.2 


19.3 


81 


1805 


2073 


C29 H32 F2 N4 03 


523.2 


22.8 


87 


1806 


2074 


C29 H32 F2 N4 04 


539.2 


22.5 


84 


1807 


2075 


C23 H27 F3 N4 03 


465.2 


14.9 


64 


1808 


2076 


C22 H24 F4 N4 02 


453.2 


21.9 


97 



mi&ffll 8 0 9] 4- [ [N — (2 -7?/ -4, 5-^7^P^yyV;V 
) T ^ / / gvtj -1- (2-1:^^-3-^^^) fc^ 

iAt%m%i%2 io6) D-a-fiE 

5 4- [ [N- (2- (tert-/h^r^M^75/) -4, 5 - (v*7 
/M-D-<>-yV yU) ^llvvu] T$yyf-/l/J (0. 0 5 0mmol) 

, 2 — fc F n -7- 3 - ^ f /l'^ > X7^f t K (0. 2 5mmol) , y^y — 
)V (1. OmL) % *3<tt>*TO (0. 040mL) ©MICNaBH 3 CN (0. 
4 0mmo 1) &JW;L, 5 O a <Z^--®ffi.W Lfc 0 ^}&K&£P L V a r i a n™ SC 

10 X#7-M^ft#rU *9 J—lV (5mLX2) T*ifcfrbf- 0 £l£#!l£2M NH 3 © 
y*y-;W (5mL) g«T«U M^L7t 0 a$^®f^^v/^^y-^= 
5:1 (lmL)' KHWKLVa r i an™ SCX^yAtMU M^^/y 
^y_, u = 5 : i (5mL) Srffi^TlgffiU H^t7t 0 M£y*y-A- (2m 
L) IcffiflfU 4M HC 1 (DiSyfZ-y-y (0. 5 OmL) ^fS^JPx.. l£t- 

15 l&m#U *I8U*:. 8St^/-*K»»U Va r i a n™ SCXX^MC 
fctffU *9J—fl' (5mLX2) X'fcfrLtz. NH 3 <£>y^y-vW 

(5mL) Sftfcffl^-a&fflU WBLfc. #&TLCle:J:<3 4- [ [N— (2- 
T^y-4, S-v^M-a^yV/i') 7 5 / >?vu] -1- (2- 

20 ItttRPLC/MSKl-Ofcftfc (9 7%) 0 E SI /MS m/ e 4 4 7. 0 ( 
M+ + H, C 23 H 28 F,N 4 0 3 ) 

immm 1 8 1 o - 1 8 2 3 ] 

*»wt?fflv^*ft:^ifcSr, -tti-en^fis-raiwwjs i^TOJ^ffl^xiiw 1 



WO 00/69432 PCT/JP00/03203 
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8 0 9 <?>%mfc'&vX&f$.Ltc a ESI/MSf-^, itXft, ts£Wmt:&4 0 

40 









ESI/MS m 
/e 


(mg) 




18 1U 


/ / 










1811 


2078 


C24 H30 F2 N4 04 


All .2 


1.9 


8 


1812 


2079 


C30 H34 F2 N4 04 


553.4 


4.8 


17 


1813 


2080 


C22 H25 CI F2 N4 03 


467.2 


13.5 


58 


1814 


2081 


C22 H25 CI F2 N4 03 


467.2 


13.8 


59 


1815 


2082 


C23 H28 F2 N4 04 


463.2 


9.6 


42 


1816 


2105 


C23 H28 F2 N4 04 


463.2 


ND 


ND 


1817 


* 2106 


C23 H28 F2 N4 03 


447.0 


ND 


ND 


1818 


2107 


C20 H23 Br F2 N4 02 S 


503.1 


ND 


ND 


1819 


2108 


C25 H28 F2 N4 02 S 


487.2 


ND 


ND 


1820 


2109 


C2 0 H23 Br F2 N4 03 


487.0 


ND 


ND 


1821 


2110 


C22 H28 F2 N4 03 


435.1 


ND 


ND 


1822 


2111 


C22 H24 Cl F3 N4 02 


469.0 


ND 


ND 


1823 


2112 


C24 H29 Br F2 N4 04 


557.0 


ND 


ND 



5 ND: jfcfcS 

IMt&ffl 1 8 2 4] 4- [ [N— (2-T%/-4, 5 - *?7 tVHru^l/^/sf jl> 

) sfy-s/vi t^//^^] - l- (3-T?y-4-/^u^<>v?^) e^ys* 

V Mfrfrftg-fr 2 114) (D£f& 

10 4- [ [N — (2- (t e r t Y friS-frT 5 J ) -4, 5- 

yb^-D^vy^yU) ^JJS/yU] TS/^f-^] t^y-^y (0. 0 5 0mmol) 
% 4-^f;U-3--Fn'<yX7yV7 ; t K (0. 2 5 mm o 1 ) , *9 J—fr ( 
1. 2m L) , *5«fcUW8g (0. 0 5 0mL) tf>7g-g-#j(ClN a B H 3 C N (0. 5 0 
mmo 1) fcAPx.. 5 Or.T— SfetS^tfCo tfitftSUa r i a n™ SCX# 

15 ;U (5mLX2) T'Sfe^LfCo £j£#j£2M NH 3 ©^^ 

(5mL) SI-C^tBU, ^Lfco SI £ * / ~/U= 2 : 

1 (2mL) {d$fl?U Va r i a n™ Si # 7 AtdJMSr U 7U /* 9 J 

—JV= 2 : 1 (6mL) &ffl^TigttiU ftlSLfco SS5r^^/^ (lmL) 
W8A¥U 4M HC 1 CO^^-^-^y (0. 5 0mL) gPffiSrAOx., (ftjft 



30 
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#U «*§Lfc. m&Z**y-MmML s Var i an™ SCX^Afcflffi 
U y^y-/U (5mLX2) t?i*^, 2M NH 3 W * y -yU (5mL) igfe 
fcffl^TfcttiLfc. »«tJ:t)4- [ [N — (2-T5/-4, 5-^7^n-< 
WV^) ^y->*] 7 5/>*vi/] -1- (4->f;l,-3-=ho^/u) 
5 b*-ty^v£#fc 0 

#fcftfc4- [ [N— (2-T5/-4, 5-^7nn^^yu) ^y^yt/J 
7$>>fvu] - l- (4-^f/l/-3-=hn/<yi?/v) tXy-?y v 5%x-?7 
S^Aa-af?^ (15mg) , &j:Xr**S-jU (2mL) ©fe^Srrt&^Bfj 
T, Mt4«ifLfc 0 '<?i?<>J*mm$:±7j hit«K:J:9ift£U ttftfr 
10 *«Lfc. »TLC (SiO z , ^^U/^^y-/u= 3 : 1) fc«fc!>4- [ 
[N- ( 2 -T?y-4, 5-?;7DD^/^) yy^U] 757^;U] - 
1- (3-75/-4-^f^>i;;u) fcV^i/y (ft^Sf2H4) 

(2. 9mg, 13%) 0 ttftttRPLC/MSfc-Oftfcfc (10 0%) . ES 
I/MS m/e 44 6. 1 (M+ + H, C 2 , H 2 , F 2 N 5 0 2 ) 

15 immrn 1 s 2 5] 4- c cn- (s-r^y-4. s^z^nrl^v^ 

) g^2lj 7;y*3v u] -l- (3-7-;;-4-^^y-^) b°^,j 

2^ Offrj^jNU 113) g>a^ 

*E©flS^tt4- [ [N- (2 -7$/ -4, ^*y 
fAO -1- (3-T?y-4-p« h^-iz-o^/u) fc^y^> ( 

ft*4fc#*2 1 l 3) Sr % »£*5«[»*3.fctJt®SJB*/Bv\ ^Jfe0iji 8 2 4©^ 
St^oTMLfc. 4. 6mg, 2 0%W; ES I/MS m/e 4 6 2. 
2 (M + + H, C 23 H 29 F 2 N 5 0 3 ) 

C^JS0ij 1 8 2 6] 1 - (3-T3 / -4-fc KD^-^y^) -4- f fN 
- (2- (tert- ^F^^u/?/) -4, 5 - v^M-p^Q;/^ 

g y ->yt/| r;/> y ->->qm 

4- [ [N— (2- ( t e r t - 7 F^>^**^7? y) -4, 
^-n^^i/^yu) ^y^,i/j 7;//^] f^y^y ( 0 . 3 5mmol) , 4 
-t KB^y-3-=M 3 KyX7/Wft K (1. 2 2mmo 1) , ( 
3. 8m L) , ioiZ>*^ (0. 1 7 5mL) ©Jg^-ftJCNa BH 3 CN (1. 58 
mmo 1) <D/.*y-/U (3. 2mL) ?gf££yJP;U 5 Ott'- Lfc 0 gfi 
*"C»»U Va r i a n™ S CX*? Afcfcffir U > * y ->V (5mLX2) f 



20 



25 
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SfcftLfco £fi)c»£2M NH 3 ©^ 9 /"—A* (5mL) Jgfc-Ci&ffl U «HtLfc. 

: Uw««U Va r i an™ S i # 7 
»U ftK^^/^* /-/W=5 : 1 (lOmL) JrfflV^SfflL, Zi^-f5r 
<*r td <t 9, 4 - [ [N— (2 - ( t e r t -zf Y^r'ytl^=-fUT 5 / ) -4, 5 
5 -*?y ju) Wi/su] 7$/^fvk) -i- (4-tKa^v--3 
-shD'tyi?^) hT^IJS^Srfcfc (175mg, 8 7%) 0 

nbhtz.4 - [ [N — (2- (t e r t - /h*v/*/HK^7^) -4. 5 
-v^/U^n^^WAO ;/y*>7l/| T^y^f-^] -1- (4 - 1 Kd^- 3 
--t-D-Ky^/l/) tVUi/^ 1 0 (4 5mg) N fcitf 

10 , ^7-yU(5mL) ©«£-fc«:**£H*l"r\ M"C4l$M»#Lfc 0 ^7^ 

o»*u mmzmffiLxi- 

-4- [ [N- (2- (t e r t -7* Y^-i/Ufrtf—frT % S) -4/ 

5-^7/i/tn^y^;v) ^y^] 7?/>f;i-] t°s<y i/>%ntc (100 

m g N 6 0%) o 

15' [30fe#J 1 8 2 7 ] 4- [ [N — (2-T^7-4, 5 - v^M-p^Q-;/^^ 
) ^j)^] 7^7>f^3 -1- (3-7^-4-bFn^y-^) fcV< 

y_i^ ak^^-^-2 i4i) (D&f& 

1- (3-T$y-4-b Kn^f^y^) —4 — [[N— (2— (tert 
-y Y^r\y^^=-^T % /) -4, S-^/^n^yyV^) 75 
20 y / fvu] tV< •) (20. Omg, 0. 035 mm o 1 ) (D^ 9 J —/V ( 1 m 
L) mm^, 4M HC 1 <Di/7i-*-*> (0. 5 0mL) Mfflt&Mz.^ ^rST— life 

*»Ufc&, aaE«r>^/-/H^»*U Varian™ SCX*7^ 
KAflTU *9J—fl' (5mLX2) T'gfcfrU 2M NH 3 W>/^ (5mL 
) 8iTCSttlLfc. 2ilSlCj;(9 4- [ [N— (2-757-4, 5-v ? 7^d-< 
25 y/-f;u) ^y->vu] 7?7>f;u] -1- ( 3 -7 5 / - 4 - t Kb *if<>i? 
IV) tV!)i/y {ft&mm%2 1 4 1) fr#fc (17. 6mg, fcfttfj) o &£f* 
RP LC/MSI-TJfc&fc (8 5%) . ESI/MS m/e 4 4 8. 3 (M + + 

C22H27F2N5O3) 
[HJ£#'J 1828-1831] 

8 2 6 £ 1 8 2 7(7)^?±tr^oT#)*Ufc 0 i&g-Cifeftff % ^TLCT«U 



WO 00/69432 PCT/JPOO/03203 

3 4 2 

ai$$£#fc 0 es i/MSx-^4o«ti>'§^ia©iixm, &mz%;4nz*kz> 

41 



nvm 






ESI/MS m 
/e 


IK* (mg) 


(%) 


1828 


2140 


C23 H27 F2 N5 04 


476.3 


6.7 


28.4 


1829 


2144 


C24 H30 F3 N5 03 


494.2 


18.7 


82.0 


1830 


2145 


C23 H28 F3 N5 03 


480.3 


19.8 


63.7 


1831 


2146 


C24 H28 F3 N5 04 


508.3 


13.5 


81.7 



IMM&l 1 8 3 2] 1- (3-7^y-4-^np^>-v?yU) -4 - [ — ( 
2- (fe r t -Zf Y$ri/t);\'yFs=.}\<T % J) -4, 5 - v^/U^p^yyy a-) 
<f x ) vvjj T 5 7 ^ b°^< j) XDittiL 

4 - [ [N- (2- ( t e r t Y^sjj )Vi£—)\sT % 7) -4, 
10 Ti-n-i^yV^) ^^^] T5/7^yU] t°-< U (0. 14mmol) , 4 
-^nn-3-- Fn-JyX7yl/rk K (0. 5 Ommo 1 ) . (l. 
5mL) % &£xm&. (0. 0 7 0mL) N a BH 3 CN (0. 6 3m 

mo 1) <D*#/—/U (1. 3mL) ^fS^ADx.. 5 0°CT*-l&jf # Lfc 0 ' 
ft^U Varian™ SCX*7AC^U 7* / L£„ 
15 2M NH 3 0^^/-yU^-C^ffiU SfeBiLfc. 8£ Srft»*^/> * /-/t- 
= 5 : lKgftfU Var i an™ S i # 7 AfclMSf U BH^^/U/^ * 7 — ;l> 
= 5:1 (6mL) £ffll/>-Ci£m U *t8f S r i lc J: «J % 4- [ [N- (2- ( 
t e r t-^F^i/*;l/#=/l/7?;) -4, 5 - v^/M-a^^yV/U) ^ U > 
t\f\ TXfff-)\f\ -1- (4-^DD-3-=Fn'<y^) "< J) S^&ftfc 
20 (4 4mg N 5 3%) „ ESI/MS m/ e 5 9 6. 3 (M + + H) 

4 - [ [N— (2- (t e r t -Zf Y^r^il )^-)VT % /) -4, 5-^7/U 
^o^yyV/u) ^yvvKl -1- (4 - * d □ - 3 _ = h D -<y 

vvU) f^D^V (I21rag, 0. 20mmol) x 1 0 W A#-#y 

(8 5mg) , fM&x.f-A' (lOmL) , *i <fc 1>V ? / -/U (lmL) Wig^fc 

f££ig|g1-5::.<kf-<fc 9, 1- (3-757-4-^DD^y^) -4 - [ [N 
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- (2- ( t e r t -7' h^ri/ftfrtf— l^T 5 y) -4, 5 - i?7 frOsru^l/-/ 4 
iV) fDi/jU] TSy^fvi/] t'^Vx/^zntc (7 8mg, 6 8%) . 

imm&l 1 8 3 3] 1- -4- [ [N- ( 

5 y (fe^»#^-2 14 2) tD£-fifc 

XC^fb^Mll- -4- [ [N- (2-T 

$7-4, 5 -v^A^n-^i/y'-f'/l') ^ys/yp] 7 5 / * TVkl t'^W^ (-ft 

•a-^#^2 1 4 2) &Mfcirzm®}$£xffci&M*m^xnMmi 8 2 7©^i: 

SfotMLfc. 13. 7mg, 9 8% ; *ESttR P L C/MS fCTJfcifcfc (8 3 
10 %) .ESI/MS m/e 4 6 6. 2 (M + + H, C 2 2 H 2 6 C 1 F 2 N 5 0 2 ) 
LMMmi 8 3 4] 1- ( 3 -7tf/U7 ^ 7 - 4 - b Kd -4 

- [ [N- (2- (7^7-4, ^Vis/V] 7^7^ 
3vu] bVy-^y (fc£-4frfrg- 2 14 8) tD-S-^c 

1- (3-75 y-4-fc Ko ^A-O -4 - [ [N- (2- (ter t 

15 -7" h^Sofc/UffsA'TS >) -4, 5-v ? 7yU*n^c>'y'>f/U) ^i)^] r 5' 
y/-fvl/J ^Dv'y (2 7m gl 0. 04 9mmol) , ( tV* y *? J * 7VU) 
zKy (2. 7mmo 1 / g, 60mg, 0. 1 5 mm ol) « joilFv 5 ? 

bb^^v (2mL) OS^Ull:, jfejciS (0. l2mmol)©^DD^ 
> (0. 1 2mL) W^AP^, M&X'3HmW:WLtz 0 S^SrV a r i an™ 
20 SCX^Alc^U y-*/-^T'SfcfrL7t 0 £j£#>£2M NH 3 ©^y-/W 

ssresmu ssufc. az&mmx-f-A'/' 5 : iks/$u v a 

r i a n™ Si tfyAfctfWfU gt^TVP/^ * y -A-= 5 : 1 (6mL) 
^T&ffl, SM8-r5rt^«t9 1- (3-7tf;l/7?/-4-kKn^y-y 
yU) — 4 — [ [N — (2— (ter t -7* h **s1lArl£=.flsT X J ) -4, 5-v 5 
25 7vU*n>O:A</l0 i/y^u] 7$y>f;U] t°^y^>£.#fc (3 0mg, ^ 
„ ESI/MS m/e 5 9 0. 4 (M + + H, C 29 H 3I N 5 0 6 ) 
±ETi#fcl- (3-7tf^7?7-4-t Kn+-y<yi?;u) — 4 — [ [N 

- (2- (ter t-yf^-y*;^^^) -4, 5— y*7/^n/<y/^ 

/i') /yyM 75y>f/p] tvy-yyioy^y^v (imU Affile, 4M 

30 HC 1 OS^j-dMfVjgfK (0. 5 0mL) *fft«:MT-lft!K» Lfc. ft 

J8SE4:>^y-/WC»«IU, Va r i an™ S C X # 7 Afcftffi U * 
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9J—)\> (5mLX2) T'fcfrU 2M NH 3 CD^/-/U (5mL) ^T'^ttl 

vtc a mmts mtlc (s io 2l mm^^//*y-,u=3 2) K^vm 

S!U 1- 5/-4-t Kndri/^OvJyU) -4- [ [ N _ ( 2 

5 > H^feSf2 148) £®tz (2. 3mg, 9. 2%) . &£(2RPLC/M 
S(CT*J6fc (9 8%) 0 ESI/MS m/ e 4 9 0. 3 (M + + H. C 24 H 2 
9 F 2 N 5 0 4 ) 

[HJStf*! 1835-1839] 

*%p^Tffl^5^#)iir. zixztiftfo-tzmMte twxfcmzm^Tnmm 1 

10 8 2 6H 8 3 4©Ml:iot^Lfc, E S I /M S x~ * *5 <t tfftifclgO 



M 42 









ESI/MS m 
/e 


Kit (nig) 


JR^ (%) 


1835 


2143 


C25 H29 F2 N5 05 


518.3 


4.8 


45 


1836 


2147 


C25 H31 F2 N5 04 


504.3 


3.0 


23 


1837 


2154 


C26 H32 F3 N5 04 


536.4 


4.1 


66 


1838 


2155 


C25 H30 F3 N5 04 


522.3 


5.5 


71 


1839 


2156 


C26 H30 F3 N5 05 


550.3 


7.0 


78 



20 



15 mm® l 8 4 0] 4- [ [N- (2-T»/-4, 5-^7^p^>^;^ 
) PVWI 7;;> fyu] -l- (3->f;>7-;;-4-bKn^y-^ 
) b°^»J (fc£-%a#-S§-2 16 0) <D-a-5fe 

4- [ [N— (2- (ter t-^F^i/^fel/T?/) -4, 5-^7/1^ 
^-n-<>i/^^) y^^/U] -1- (3-T5/-4-t Kd^>> 

) tXyi?y (2 0. 4mg, 0. 0 3 7mmo 1 ) „ 3 7%HCHOM (3. 
0mg x 0. 0 3 7mrao I ) , ftg (0. lmL) , *5<tt>V^y-yU (l . 3 
mL) <0%&®K, NaBHjCN (7. Omg) <D*?J~/U (0. 2mL) 

6 0TCT— (MttfLfc. SfllCftfllL, Va r i a n™ SCX*7A(;g 
<ifU (5mLX2) T'gfcftLfc, ±f&®)&2M NH 3 ©^y-/P ( 

8mL) SiflreigttJU »«ff5wi:|c:J:«j 4- [ [N— (2-tert -:/h* 
-yjj)VT$~ >VT% y) -4, 5 - nulls'/ 4 /U) T^S*?-/U 



25 



WO 00/69432 PCT/J POO/03203 

3 4 5 

] -1- (3-^W$/-4-h Kndf-s^ysM/) e^y^>&#fc„ 

±SE"C#fc4- [ [N— (2-ter t h=^>#/W?=/UT 5 /) -4. 5 
-v^M-n^O;/^) 9l)^M TS/^fvi'] -1- 
4-b Kn^v^O'SM') tV^y ifytD*?;— (1. OmL) Jg^fC, 4M 
5 HC 1 OS?**^> (1. OmL) ^SrAPx, tfit'SBlW Lfc. ttffi^x 

/-A- (lmL) IC&JKU Var i an™ SCX*7A|cML^ * 
9 (5mLX2) "C^U 2M NH 3 <D;>< ^ /— (8mL) 8BK-C8Sffl 
Lfc 0 ftlBtt, #&TLC (S i 0 2 ) K,fci?«f»U 4- [ [N — (2-T?y- 
4, 5-^7/^D/<y//f^) i/UvM/) T % J ^ fAs] -1- 

io > ;-4-t h'p^y^) tr^y^y (ft^st 2 1 6 0) (3. 

4g, 2 0%) o *fiflEttRPLC/MStCT**}fc (9 6%) . ESI/MS m 
/e 4 6 2. 4 (M + + H, C 2 3 H 2 9 F 2 N 6 O 3 ) 
IW&mi 8 4 1- 1 8 4 4] 

15 8 2 6 <t 1 8 4 OO^&tC^oT-g-^LfCo E S I /M'Sf-^^iOftHliO 

S 43 



H16M 






ESI/MS m 
/e 


iRSt (mg) 


iR* (%) 


1841 


2159 


C24 H31 F2 N5 03 


476.3 


7.6 


48 


1842 ^ 


2161 


C23 H28 CI F2 N5 02 


480.3 


7.3 


45 


1843 


2162 


C25 H32 F3 N5 03 


508.4 


6.0 


24 


1844 


2163 


C24 H30 F3 N5 03 


494.3 


4.3 


15 



20 IMMW 1 8 4 5] 4- [ [N— (2-7^7-4, 5 - yyj^n^y-/^ ;V 

) £y_vvu] 7;y^f;v] - l- (^<y/ [c] 77-^-5-^) tr^ys? 

y (ibj^##2 13 0) £>£-fifc 

4- [ [N- (2- (ter -4, 
*u^y*/s(;V) ^U^/U] (0. 0 5 0mmol) , 

25 5- (7*b^tvU) [c] (0. 7 5mL) % (f^y^/^ 

/U) >tf y XfUy (2. 6-2. 8mraol/g, 60mg, 0. 1 5 mm o 1 ) 



WO 00/69432 PCT/JP00/03203 

3 4 6 

, /*;~/l> (0. 2mL) \ T±h-Y!)» (1. OraL) , JoitF^DD^ 
A (0. 5 0mL) <n>®&m* 5 O'Ce-ftfctfLfc. U Var i 

an™ SCX;fr5A{j:*ffiU (5mLX2) "Cft^Ufc. £$#>£2 

M NHj©^/-^ (5mL) jg»-C»UlU li^Lfc. «iWon*/UA ( 
5 1. 5mL) t7x^;WVm-h (0. 0 7 5mL) £j)Dx., li&T' 1 ff^ffl 
«#U Va r i a n™ SCX^7AtMU **/-/U (5mLX 2) T'ftfr 
Lfc 0 £)##j£2M NH,©>^/-^ (5mL) «|fl(fflU SM6L&. ^ 

(lmL) Cil«U 4M HC 1 (Di/**y-^ (0. 50mL) | 
^5rAP^, M-c-gMftfliU fclgLfc. ltt«r>^y--«/fc»*U Va r i a 

10 n™ SCX*7AI:MU ^;-*<5mLX2) "Cft^U 2M NH 3 © 
*Z/-)\< (5mL) iSiTejgffl Lfc. ftftfflL #&TLC (Si0 2 , ftlfcc^/l' 
//•*/-/U=5 : 1) fc.fc*>*«KiU 4- [ [N- (2-757-4, 5-v?7 
/M-p-oyVA-) i/y^yu] 7?y^^] -i- Hyy [c] 77-4f>- 5 
-^yW) \?s<Vi?> (MMf2 130) (3. 6mg, 16%) . ft& 

15 f±RPLC/M$fcT#«>fc (8 7%), ESI/MS m/e 4 5 9. 3 (M + 
+ H S C 22 H 24 F 2 N 6 0 3 ) 

[*1W1 8 4 6] 4- [ [N— (2-T^/-4, 5-^7/^D^y^;U 
) ^jJ-WU] T^/ ^^u] - l- (3, 5-^y^/^y^r-^y ; -^-4-^yU 
) (^^fc#^-2 13 1) D-fteE: 

20 *E©-fb^»4- [ [N— (2-T5/-4, 5-i?7**n^y^/i/) >ry 
vvU] 75/^f;u] -1- (3, 5-v?y^W y^f-y-^-4— T/P) 
!> 5» Mfcfc#*#2 13 1) #J£r*lR»*J:Ut»KJW*fflv^**«i 8 
4 5©*feCaoT^Lfc, 3. 8m g, 1 8%tt^ ; E S I/MS m/e 
4 3 6. 2 (M+ + H, C 21 H 27 F 2 N 5 0 3 ) 

25 [I1M1 8 4 7] 4- [ [N— tfyj, 

±\ T^yy^vi/l -i - [4 - h 9 ^yu^-py gv^gjQ ^xD-yy 

16 16) <p£-fiff. 

4- [ [N— (2-T5/-5-y nn^yy^/u) T 5 / y 

f^y^^ (16. 2m g. 0. 050mmol) . 4- ( M 7 ft,-* u * =J- /\rf- 
30 3j") *<Wfi,9 o!) K (20. 3ra gl 0. 07 5ramol) , 7th=hJI/U ( 
1. OraL) N Joi^DD^A (0. 50mL) ©ffi£4fe$r 6 0^1? 1 5 B#(fe1 



WO 00/69432 PCT/JP00/03203 

3 4 7 

®WL1t 0 im&. Va r i a n™ S C X# y Mz&ffi U /fi/-/l> (1 5mL 
) TftfrLfc. 4^5r2M NH 3 ©^^y-/V (5mL) 8«cT&ffl U 
Swir(C«t!)4- [ [N- (2-T$/-5-^DD^^y , .f/u) ^ili/zw] T5; 
-1- [4- (hy7y^D^f;l/ft) ^<y^] t°^yv?> 
5 16 16) (2 1. 9m g s 8 5%) . ttftttR P LC/MStdT* 

#>fc (9 6%). ESI /MS m/e 5 4 5. 2 (M + + H, C 23 H 26 C 1 F 3 
N 4 0 2 S) 

t^Jfe^Jl 848-186 8] 

ES I/MSx-^43it;^X^i|Xfi*5J:0 ; ilK^?rS4 4icS,J:*fc 

o 

^ 44 



mmm 






ESI/MS m/e 


IRS (mg) 


(%) 


1848 


1617 


C23 H26 Br F3 N4 02 S 


559.0 


21.0 


75 


1849 


1777 


C23 H25 C12 F3 N4 02 


517.0 


16.3 


63.0 


1850 


1778 


C24 H29 F3 N4 02 


463.2 


9.5 


41.1 


1851 


1779 


C24 H27 F3 N4 04 


493.2 


12.7 


51.6 


1852 


1780 


C23 H26 Br F3 N4 02 


527.0 


16.4 


62.2 


1853 


1781 


C23 H27 F3 N4 03 


465.2 


10.0 


28.7 


1854 


1782 


C25 H29 F3 N4 02 


475.2 


12.2 


34.3 


1855 


1783 


C24 H26 F3 N5 02 


474 .2 


17.2 


48.4 


1856 


1784 


C23 H27 F3 N4 02 


449.2 


11.3 


33. 6 


1857 


1788 


C25 H31 F3 N4 02 


477.2 


10.0 


42.0 


1858 


1789 


C24 H29 F3 N4 03 


479.2 


10.0 


27.9 


1859 


1792 


C24 H30 F2 N4 02 


445.2 


5.9 


26.5 


1860 


1793 


C22 H24 C12 F2 N4 02 


485.2 


9.2 


37.9 


1861 


1794 


C23 H28 F2 N4 02 


431.2 


5.7 


26.5 


1862 


1795 


C23 H26 F2 N4 04 


461.2 


6.0 


26.1 


1863 


1796 


C22 H25 Br F2 N4 02 


497.0 


10.5 


42.4 


1864 


1797 


C22 H26 F2 N4 03 


433.2 


3.5 \ 


16.2 


1865 


1798 


C23 H28 F2 N4 03 


447.2 


5.6 


25.1 


1866 


1799 


C24 H28 F2 N4 02 


443.2 


5.5 


24.9 
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1867 


1800 


C23 H25 F2 N5 02 


442.2 


9.4 


42.6 f 


1868 


1801 


C22 H26 F2 N4 02 


417.2 


6.5 


31.2 ; 



10 



15 



20 



[MMM 1 8 6 9] 4- [ [N— (2-7-;/-5-H)7/^P>f^<^ 

9 1 0) <p^f& 

4- C [N — (2- t e r t -zf h ^v^vUtfrvl-T 5 / ) -5- h i) 7/M"D 
^hdr^VyV/L-) 7^^;U] bVy-^y (0. 0 5 0mmol 

) , 4->''n^>i//U7'D>K (0. 0 6 0mmol) , \£-<9 *?/ 
X^lsy (60mg) , T-th-YV* (0. 8raL) , &&Xfi? a aft** (0 
• 5mL) ©I^6 0tfl 2«#Lt » Va r i a n™ SCX 
*7A|;ML, 5 0%?uvfc/UA/J? (lOmL) io&Xttf 
(lOmL) T*gfe^Lfc 0 £fi5c$)£2M NH 3 cD/- * / — (5mL) iSft-CjStiJ 
U SMBLfc. 2S£iC4M HC 1<751, (2mL) SttSrjSWx., 

WBfl, »«TLClJ:J:»)»»U 4-[[N- (2-75 

y-5- h 9 -7**0* v*i^<^/4fr) yyis/u] rsv^^vu] -1- (4 

-^C*-<>^U) fc^y^y (ft^*»fl9 10) (6. 5rag, 24 

%) . ^ttRPLC/MS£T*»£ (9 6%) a ESI/MS m/ e 5 4 
5 (M + + H, C 23 H 26 B r F 3 N 4 0 3 ) 
[££09 1 8 7 0- 1 8 7 3] 

8 6 9©^fe(c^oT^J5!cLfc 0 ES I /MSt-^ ft ±t*a&Ig<0Jft**5J:tf 

^ 45 







#*5t 


ESI/MS m/e 


(mg) 


(%) 


1870 


.1911 


C23 H25 C12 F3 N4 03 


533 


10.6 


. 39.7 


1871 


1912 


C23 H27 F3 N4 04 


481 


12.5 


52.0 


1872 


1913 


C25 H31 F3 N4 03 


493 


7.5 


30.5 


1873 


1914 


C24 H29 F3 N4 03 


479 


11.0 


46.0 



25 



1 8 7 4] 4- [ [N- (2-757-5- hV 7yU^p^f;Kyy 
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3 4 9 



4- [ [N- (2- (t e r t -~f \**/HAs»-W7 % J ) -5 - h !)7/Vt 
utf-fr*<. s s*/<i jV) WW] 73/>9vI'] \£*< x )*Jls (0. 0 6 0mmol 

5 ), 1 - ( t e r t -yh^v-*/^^) -6- fc/n^fvu) /<yX [d] 
^5^-/1' (15, 6mg, 0. 0 50mmol) , (bf-< V vV ^ ^A-) #y 
^fuy (86mg, 0. 1 5mmo 1) , *5jltf7-feh= h U /U ( 2 m L) tf>fi 
jMfc*5 Ot;T?3l#|fflft#Lfco MMIZ'&W&. 7x=;Kym-> (3 0m 
g) £AP;L, M-C 1 B*M«# U Va r i an™ SCX*7Aj:MU * y 
10 -A (5mL) ^dd*M (5mL) "CifcifrLfc. 4^2M NH 3 COy* 
y-A- (5mL) »«-C»tbU WBtfc. 

ffbtlfcHlftt^ A' (lmL) fcfc#U 4M HCl©mt^ (1 

mL) i&j&£APx., ^Ja-C-Bfem^Lfco Va r i a n™ SCX*7ACMU 
y^y-A- (5mL) &£Tfi?fi BB>^yfilt*Lt ±f&®Z2M NH 3 <Dt 

15 *;->n8iro*mu mtlc (sio;, it^^A-xy *y-A- 

= 3 : 1) »Ci •) 4 - [ [N — (2-T5/-5-M; 7A-;tn ^ fvl^O-yVA- 

) ^y^u] 7^;^f/i/] - l- (-o-x [d] -r^yy-A— 5 — tv< 

!>S>V (£^Wf 2 186) (1. 9mg, 7. 8%) . MtttRPLC 

/MS{llT#*<fc. (10 0%) o ESI/MS m/e 4 8 9. 4 (M + + H, C 
20 24 H 27 F 3 N 6 0 2 ) 

1 8 7 5] 4- [ [N— (2-7^7-4, 5 -S^M'P'Os/^/U 

) jfy^y/u] rx/ti-frl - l- (^o-y [c] tr 
^iij 2>: ab^##2 18 4) <d£ee 

5- (tKn^r^f/l') [c] f-T'ST"/—* (8. 3m g, 0. 0 5 
25 Offlmol) , (^!)v?;^f/U) (86mg) , JSi^DD* 

A- A (lmL) ©g^t-, y*^*A-*=A^n y K (0. 0 0 4 2 m L) 

■ x.. ^wg^ififi. 5mr$mwLtz 0 T±h-Y9* dmn <t4- [ 

[ (N- (2- (t e r t -rf \^i/ilfVi^=-iV7 % /) -4, 
yyVA-) ^y^A/J 75/^fM t'^y ^fcapx., i©S)SM&5 0t 

30 T* 3 B#P«W# Lfc 0 ^U(cft*|Jf£ x 7 x =A~f V '>7*— h ( 3 0 m g ) SrfiP X, 

^fi-e 1 l^fflffi^ U Var ian™ SCX#7-MC^U *9/—A> (5mL 



tT^Ws frffc^ft#l§-2 18 6) 



10 



30 



W ° 00/69432 PCT/JPOO/03203 

3 5 0 

) *Wn D * W (5mL) VfcftLtz, £j*ft*2M NH 3 ©t<*/-/U ( 
3mL) «HftT?»WU WBLfc. HW:a^^DD^y ( lmL) 

D «F««:ftl*]t 0 £&-?5#ffll|#flU Va r i an™ SCX*7Af:MU 

*"e«fflLfc e ^TLC (Si0 2> fttt^^/>^/-yu=3 : 1) (Cj;^ 
KU 4- [ [N — (2-TS/-4, 5-^7^0^^^) >f\)*y,V\ ? 
^J**f->V\ -i - [ c ] ?-Ti/TS-/U-5-4;U) tT*<*j *Jy 

fc#-5"2 18 4) (i. 3m g> 5. 5%) . tfiftttR P L C/MS (CT* 

*fc (100%) D ESI/MS m/e 4 7 5. 2 (M + +H, C 22 H 24 F 2 N 

6 o 2 s) 

[**«1 8 7 6] 4- [ [N- (2-T^y-5-M;7^o^»y^W 

) e^D^y (Jb&®&±2 18 5) O^fife 
15 4- [ [N— (2-T^y-5-h])7/U^u/f-^y^^ jU ) sf\)^,\,\ 7 

*>#^-2 18 5) KK<t%M®&±nmm*m^T%m\\ 8 7 so^&jc 

ftot^Lfc, 7. 2mg, 2 8%W; ESI/MS m/e 5 0 7. 4 ( 
M + + H, C 23 H 2s F 3 N 6 0 2 S) 

1 8 7 7] 4- [ [N- (2-7^-5-H)7/^n>f;W<W 

u 2>: (ibj^g; T9i9) 60 Efe 

4- [ [N— (2-7?/-5-HJ7/Ptn>f^yyVyu) ? 9 T 
fc^y^y (0. 0 5 0mrao 1) , 4-^DB-2-=hn^s? 
K (0 - 0 5 0mmo 1) , fc"^ V vV * *vM? Dxf (6 0mg) 
. T-ferh-hyyu (l. OmL) , itf* a a (o. 7mL) 

5 0tT?-WWLfc. Var i an™ SCX* 7 AHMU *nn*' 

fr±/*9/-*, (lOmL) fc\fctf**/-/u (lOmL) -CgfefrLfc. ±fig« 
£2M NH,©>^/-yl- (5mL) OTTi£tiJ U ««Lfc„ %hfrtt®.$\^ 
(3mL) 4:10%^?^-^ (15mg) 



20 



25 



WO 00/69432 
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3 5 1 



, 4- [ [N— ( 2 - 7 ? y - 5 - h !i 7^tD > f T 
$y^fvu] -1- (2-T5 J -4-t BB/<y^) Mfc-^*** 
1919) £#7t (5. lmg, 14%) 0 #fiSttRPLC/MSIC-C*«)fc (9 
0%) o : *H NMR (40 0MHz „ CDC 1 3 ) 8 1. 09-1. 32 (in, 4H), 1.4 
5 1-1. 59(m, 1H), 1.66(d, J= 12. 5 Hz, 2H), 1.88(t, J= 11.5 Hz, 2H), 2.82(d, 

J = 11. 5 Hz, 2H), 3. 17(t. J = 6.5 Hz, 2H), 3.42(s, 2H), 4.05(d, J = 3. 5 Hz, 
2H), 4.85(br s, 1H), 5. 92 (br s, 2H), 6. 25-6. 36 (m, 1H), 6. 55-6. 66 (m, 1H), 6 

.70(d, J = 8.5 Hz, 1H), 6.85(d, J = 8. 5 Hz, 1H), 7.26(s, 1H), 7.42(d, J = 8 

.5 Hz, 1H), 7.68(s, 1H) ; ESl/MS m/ e 4 9 8. 2 (M + + H, C 23 H 
10 2 7 C1F 3 N 5 0 2 ) 

mmmi 8 7 8- 1 8 7 9] 

1 8 7 7©JSI:ffiot^Lt. ES 1 /MS 7*^-^*5 «tV*»XS©iR4*5 J: 

15 « 46 









ESI /MS m/e 


iR4 (mg) 


^ {%) 


1878 


1920 


C22 H26 CI F2 N5 02 


466.2 


3.5 


10.0 


1879 


1922 


C23 H27 CI F3 N5 03 


514.2 


1.2 


3.1 




Jl 8 8 0] 


4- [ [N- (2-T 





-YAQ T^/^^vU] -1- (^<>X [d] 5 ->f^) 

20 e^L^V (jt&®&±2 18 8) O^-liJc 

^Jfe^Jl 8 2 6<D^£lct£oT3-j&Lfcl - (3-T? /-4-t Kndf^v 
-4 - [ [N- (2- (ter t /M?=/>T 5 /) - 5 - h ]} 
n y. fvw< y yV /W) ^ y vvU] 75/^ fvu] !) v>>" ( 3 4 . 8 m g 
0. 0 6 Ommo 1 ) OTHF (2m L) *>V htg^h V ^=f>\> (0. 

25 0 3 3mU 3. 3 S*) *5«tt>*t°!) A p - >./Vx.y V (2mg 

, 0. 4ys*)-&JlPx., ili^T> -ft«#Lfc 0 M*-CJfriPfc % jR^ftSrSttlU 
fc 0 aSt^^^^{-^?t, BondElut™ S i#7.M;:£firU Afix 



WO 00/69432 PCT/JP00/03203 

3 5 2 

nbtltzmZZm®^^ (1. 5mL) IZMML, 4M HC 1 ©^^fy 

mm (o. 5mD mm~e-m&wLit&, 5m NaOH*»atp 

HlOKllttSU S^f/K'«|fflLfe 0 HlttlifcfcWBU MTLC (S i 0 2 , 
^^^//^^y-/U=4 : 1) T'MSStT4- [ [N— (2-T5/-5- b 
5 y ^M-n^^vl^O;/^) ^ys/yu] 7?^f/U] -i - (-<>X [d] * 
*Vy?-/U-5-4;U) t°^y^> (ft^#f2 188) 6mg, 
5%) o »RPLC/MSCtt*/: (94%) „ ESI/MS m/e 4 
90. 3 (M + + H, C 24 H 26 F 3 N 5 0 3 ) 

[£ife#J 18 8 1] 4- [ [N- (2-T5/-4. 5 - 22Jk^^jLL± 
10 ) T^/^yU] -l- ( 2 -^dry-2. 3-^Kn-l, 3 -- < 

VX**^/-;V- 5 -^/U) fc^y 2Z 2 19 0) O^-Bfe 

1- (3-757-4-t Kndr-» -4-[[N- (2- (tert-^K 

s^/uaffs/vrs/) -4, s-^^yu^-n^^y^/i^) y/y^] 7*;t?-/U 

] t'-ty v?^ (2 2m g, 0. 0 4 Oram o 1 ) , NaHC0 3 (0. 0 4 0mm o 
15 1) , tK (0. 7mL) , SJit/V*/— yW (l.'5mL) Ofg^^Hc, ^nnji 
®>7;n=yW (0. 0 4 0mL) £JO;t, ^ST* 3 R#|!fiiS# Ltc. 1M NaOHg 
J£ (0. 0 4 0mL) fcflj*., Sfefcl. 5 llf^ffjf L/tiL »«f^^"C«mjL 

, MmmzmmLtz. m&&**/-Mmmu v a r i an ™ scx*7At 

£ffifU **J—fl, (5mLX2) "CiJfe^U/t. ±J$,M&2M NH 3 (?5^/-yU 
20 (5mL) ^T»HJU »«Lfc 0 #b*Lfc«£{c:, 1M ^DDMI^f;^ 
7>^1M 7x/^©^Dn^y (2mL) ^f^Oxfc. m&X~2tifffl 

Jt#u mit&**s-Mztmu v a r i an ™ scx^^aicaw 

U 7*/-yU (5mLX2) X-faftL1t 0 4fiici^2M NH 3 <D7^/-yU (5 
mL) ^-e^ffiL, jftlgLfc. #I&TLC (Si0 2> BUfe^fvi,/^ * /-A-= 

25 5:2) fcJ:9««U 4- [ [N — (2-757-4, 

M W*S)V\ 7 5^f/u] - 1- (2-**y-2, 3-^tKn-l, 3- 
^^/^t^-S-^/l/) t°^y^^ «b^#t2 19 0) (4. 1 

mg, 2 2%) „ «*ttRPLC/MSKl-Ofci!>fc (1 0 0%) ;ESI/MS 
m/e 4 7 4. 2 (M+ + H, C 2 3 H 2 5 F 2 N 5 0 4 ) 

30 LM&m 1882-1884] 



WO 00/69432 PCT/JPOO/03203 

3 5 3 

1 8 8 KO^ffil^oTMLfc 192i219 3(D&f$L\at. ? 

DD«7x=/KOftbt)I^DDft«7i^/^ffl^fc) 0 ESl/MSf 

- * is J; r>*S:i^xm©iRl:*5 <fc £ ^ 4 7 * £ fe/c 0 

3t 47 

5 









ESI/MS m/e 


4Xfi (mg) 


(%) 


1882 


2191 


C24 H26 F3 N5 04 


506.3 


3.1 


10 


1883 


2192 


C23 H25 F2 N5 03 S 


490.2 


6.9 


35 


1884 


2193 


C24 H26 F3 N5 03 S 


522.2 


3.6 


11 



#] 3 6 ] 4- [ [N— (1- (9-7/M-V-;M h =fr v^/U#'~^) fc° 
v^-4 --Y/M^vt-) ^;l//^/f;l/^fyU] T5/7 5vk] -3-7 

10 1- (9 -^M-f^/M h^r^/l^-yw) -4- (^y->;V7^/^f;i/) 
bT^ey it's -.mm. (1 Ommo 1 ) ODMF (6 5mL) W®\^ BB (0. 3 
mL) , h \)T-t h*iS*m4t*'>mTh}) VJ» (1. 9 2g) , *3«fcTJ { 4-^ 
5/U-3- (7 V*i/yx-/U**is*?-;U) -tfyx=3-U>< (lmmol/g. 
2 0 0 g) £;f]0;i. 2B£ISig£9 U-SKBLfco «M8&7*7-yK DMF, 

15 on7^>\ *JJ;^ 7*7-^Ti5fc#U SiLt IttWfef *#fc 0 

K)iWi 8 8 5- 2 00 0] / %± y >-m<Dmfa&}& 

ffi ^ -f 5 # (1. 6mmol) % HBTU (1. 6mmol) % joiU 5 
DMF (6mL) <DtB&m\Z. *M 7 7°n tVt^fvUT. 5 > (3. 6mmol) SrAP 
2#fflli£ 5 Lfc 0 4- [ [N— (1- (9-7;i/il/-;Mh^-^/)?= 
20 A-) t°^y v?>- 4-^7^10 ;&yW<*.OM?vu] T ? 7 7 5vU] -3-7 
f^77i-DJri/yf^-^!)^f 1/y (0. 4-mmol) SrAOx.. ln^ltgi 

AbiX^WIS (0. 0 5mmol) {C, NaBH (OAc) 3 (0. 25mmol 
) % ffik (0. 0 2 5mmo 1) , *3 J:tfDMF©jK£-«J&AD*., S&Kffi^S 
25 T/l'ft K (2. 5mmol) ^AP^T 2B#fmi<h U 7 * 7 -7K 1 

0%'^ y /b f/l/xf ;l;7 5 y^DMFif, DMF, v^nn7*>\ lo£lf 
7* S—MZXfcftLito -<Dmfl&t-M (0. 0 5 0mL) % *S£XfihV 7^*n 



WO 00/69432 PCT/JP00/03203 

3 5 4 

mm (0. 9 5mL) om&bt:ltmMb)[^ ««U iK^nn^y 

M SCXAyMc&ffiL, **J-)V (15mL) lCXm&Ltz a £/&#)£2M 
NH 3 ©^/^ (5mL) #»UlT8m U *WT?*ft»i, MTL 

5 C*fcttHPLCH:.fc»>flf«U iWfcfcfcfc. ESI/MSr-^ Hx*. *3± 

fl 48 









ESI/MS m/e 


IRS (mg) 


JR* (%) 


1885 


1923 


C23 H25 Br F3 N3 02 S 


544 


15.7 


87 


1886 


1924 


C24 H28 F3 N3 03 S 


496 


14.6 


89 


1887 


1925 


C23 H25 F4 N3 02 S 


484 


11.7 


73 


1888 


1926 


C23 H24 F5 N3 02 S 


502 


13.9 


84 


1889 


1927 


C23 H26 F3 N3 03 S 


482 


10.7 


67 


1890 


1928 


C24 H26 F3 N3 04 S 


510 


14.3 


85 


1891 


1929 


C26 H30 F3 N3 02 S 


506 


14.7 


88 


1892 


1930 


C24 H28 F3 N3 02 S2 


512 


14.4 


85 


1893 


1931 


C25 H30 F3 N3 02 S 


494 


14.3 


88 


1894 


1932 


C25 H28 F3 N3 03 S 


509 


7.1* 


35 


1895 


1933 


C25 H30 F3 N3 02 S 


494 


14.3 


88 


1896 


1934 


C26 H32 F3 N3 02 S 


509 


14.4 


86 


1897 


1935 


C23 H25 F3 N4 04 S 


511 


14.9 


88 


1898 


1936 


C24 H28 F3 N3 02 S 


480 


13.3 


84 


1899 


1937 


C26 H32 F3 N3 02 S 


509 


11.1 


66 


1900 


1938 


C23 H27 Br2 N3 02 


538 


5.3* 


25 


1901 


1939 


C24 H30 Br N3 03 


488 


5.0* 


25 


1902 


1940 


C23 H27 Br F N3 02 


476 


4.9* 


25 


1903 


1941 


C23 H26 Br F2 N3 02 


494 


6.1* 


30 


1904 


1942 


C23 H28 Br N3 03 


474 


1.7* 


9 


1905 


1943 


C24 H28 Br N3 04 


502 


6.6* 


32 


1906 


1944 


C26 H32 Br N3 02 


498 


7.0* 


35 


1907 


1945 


C24 H30 Br N3 02 S 


504 


11.1 


67 


1908 


1946 


C25 H32 Br N3 02 


488 


3.2* 


16 


1909 


1947 


C25 H30 Br N3 03 


500 


5.7 


35 


1910 


1948 


C25 H32 Br N3 02 


486 


4.9* 


25 


1911 


1949 


C26 H34 Br N3 02 


500 


6.7* 


33 
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1912 


1950 


C23 H27 Br N4 04 


503 


5.0* 


25 


1913 


1951 


C24 H30 Br N3 02 


472 


5.1* 


26 ; 


1914 


1952 


C22 H24 Br2 F N3 02 


542 


14.9 


83 


1915 


j 1953 


C23 H27 Br F N3 03 


492 


13.9 


86 1 


1916 


1954 


C22 H24 Br F2 N3 02 


480 


12.5 


79 


1917 


1955 


C22 H23 Br F3 N3 02 


498 


13.2 


80 


1918 


1956 


C22 H25 Br F N3 03 


478 


7.0 


44 


1919 


1957 


C23 H25 Br F N3 04 


506 


4.0* 


20 


1920 


1958 


C25 H29 Br F N3 02 


502 


14.6 


88 


1921 


1959 


C23 H27 Br F N3 02 S 


508 


13.1 


78 


1922 


1960 


C24 H29 Br F N3 02 


490 


13.8 


85 


1923 


1961 


C24 H27 Br F N3 03 


504 


2.7* 


13 


1924 


1962 


C24 H29 Br F N3 02 


490 


12.7 


78 


1925 


1963 


C25 H31 Br F N3 02 


504 


13.5 


81 


1926 


1964 


C22 H24 Br F N4 04 


507 


1 14.8 


88 


1927 


1965 


C23 H27 Br F N3 02 


476 


12.1 


77 


1928 


1966 


C25 H31 Br F N3 02 


504 


13.4 


80 


1929 


1967 


C22 H26 Br F N4 02 


477 


4.7* 


20 


1930 


1968 


C23 H29 F N4 03 


429 


6.9* 


32 


1931 


1969 


C22 H27 F N4 03 


415 


3.7* 


17 


1932 


1970 


C23 H27 F N4 04 


443 


5.4* 


24 


1933 


1971 


C25 H31 F N4 02 


439 


4.3* 


20 


1934 


1972 


C23 H29 F N4 02 S 


445 


6.2* 


28 


1935 


1973 


C24 H31 F N4 02 


427 


6.3* 


29 


1936 


1974 


C24 H31 F N4 02 


427 


4.9* 


23 


1937 


1975 


C22 H26 F N5 04 


444 


5.9* 


27 


1938 


1976 


C23 H29 F N4 02 


413 


6.7* 


32 


1939 


1977 


C23 H26 F N5 02 


424 


5.1* 


24 


1940 


1978 


C25 H33 F N4 02 


441 


6.3* 


29 


1941 


1979 


C25 H30 F2 N4 02 


457 


8.0* 


35 


1942 


1980 


C24 H28 F2 N4 03 


459 


. 6.0* 


26 


1943 


1981 


C22 H25 F2 N5 04 


4 62 


9.3* 


41. 


1944 


1982 


C23 H25 F2 N5 02 


442 


6.0* 


27 


1945 


1983 


C25 H32 F2 N4 02 


459 


8.3* 


37 


1946 


1984 


C22 H26 Br I N4 02 


585 


9.7* 


36 


1947 


1985 


C23 H29 I N4 03 


537 


9.2* 


36 


1948 


1986 


C22 H27 I N4 03 


523 


5.8* 


23 


1949 


1987 


C23 H27 I N4 04 


551 


8.2* 


32 


1950 


1988 


C25. H31 I N4 02 


547 


6.7* 


26 
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1 QQO 

iy by 


C23 H29 I N4 02 S 


553 


6.4* 


25 


J. 


i o on 
i y yu 


C£4 H31 I N4 02 


535 


7.2* 


29 


1 Q CL^ 

iJJJ 


$ 1 QQl 

iy yj. 


C24 H29 I N4 03 


549 


5.6* 


22 


i y Oft 


xyy^i 


C24 H31 I N4 02 


535 


6.2* 


25 


JL y JJ 


iyyo 


C22 H26 I N5 04 


552 


10.2* 


40 ! 


i ntr 

i yoo 


iy y4 


C23 H29 I N4 02 


521 


7.5* 


30 ; 


iy o / 


1995 


C23 H26 I N5 02 


532 


6.8* 


27 


iy do 


1996 


C25 H33 I N4 02 


549 


7.1* 


28 f 




1997 


C25 H33 I N4 02 


549 


3.0* 


12 




1998 


C22 H25 Br CI N3 02 


478 


7.6* 


39 fi 


1961 


1999 


C23 H28 CI N3 03 


430 


7.0* 


39 I 


1962 


2000 


C22 H25 CI F N3 02 


418 


14.1 


102 j 


1963 


2001 


C22 H26 CI N3 03 


416 


6.3* 


36 


1964 


2002 


C23 H26 CI N3 04 


444 


7.1* 


39 I 


1965 


2003 


C25 H30 CI N3 02 


440 


15.3 


105 I 


1966 


2004 


C23 H28 CI N3 02 S 


446 


8.4* 


45 1 


1967 


2005 


C24 H30 CI N3 02 


428 


7.4* 


41 j 


1968 


2006 


C24 H30 CI N3 02 


428 


13.8 




1969 


2007 


C22 H*25 CI N4 04 


445 


16.0 


109 J 


1970 


2008 


C23 H28 CI N3 02 


414 


14.1 


103 II 


1971 


2009 


C23 H25 CI N4 02 


425 


14.8 


106 1 


1972 


2010 


C25 H32 CI N3 02 


442 


14.5 


99 1 


1973 


2011 


C25 H32 CI N3 02 


442 


14.5 


99 1 


1974 


2012 


C22 H24 Br2 Cl N3 02 


558 


12.8* 


58 I 


1975 


2013 


C23 H27 Br Cl N3 03 


508 


8.6* 


42 1 


1976 


2014 


C22 H25 Br Cl N3 03 


494 


6.0* 


30 1 


1977 


2015 


C23 H25 Br Cl N3 04 


522 


8.4* 


40 1 


1978 


2016 


C25 H29 Br Cl N3 02 


518 


17.6 


103 1 


1979 


2017 


C23 H27 Br Cl N3 02 S 


524 


17.1 


■ " I 


1980 


2018 


C24 H29 Br Cl N3 02 


506 


14.7 


88 J 


1981 


2019 


C24 H27 Br Cl N3 03 


520 


8.0* 


38 1 




2020 


C24 H29 Br Cl N3 02 


506 


14.7 


88 j 




2021 


□22 H24 Br Cl N4 04 


523 


12.0* 


57 1 


1984 


2022 < 


□23 H?7 Rr n n? 


492 


8.5* 




1985 


2023 ( 


□23 H24 Br Cl N4 02 


503 


6.3* 


31 1 


1986 


2024 ( 


:25 H31 Br Cl N3 02 


520 


9.6* 


46 \ 


1987 


2025 ( 


:25 H31 Br Cl N3 02 


520 


15.0 


87 j 


1988 


2026 ( 


:22 H23 Br Cl F2 N3 02 


514 


15.8 


93 1 


1989 


2027 C 


:22 H26 Br2 N4 02 


537 


10.7* 


42 j 
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1990 


2028 


C23 H29 Br N4 03 


489 


8.5* 


36 


1991 


2029 


C22 H27 Br N4 03 


475 


7.5* 


32 


1992 


2030 


C23 H27 Br N4 04 


503 


6.8* 


28 


1993 


2031 


C25 H31 Br N4 02 


499 


6.2* 


26 


1994 


2032 


C24 H29 Br N4 03 


501 


8.9* 


37 


1995 


o n o n 


C24 H31 Br N4 02 


487 


9 . 1* 


39 


1996 


2034 


C22 H26 Br N5 04 


504 


6.4* 


26 


1997 


2035 


C23 H29 Br N4 02 


473 


6.5* 


28 


1998 


2036 


C23 H26 Br N5 02 


484 


6.3* 


27 


1999 


2037 


C25 H33 Br N4 02 


501 


5.4* 


22 


2000 


2038 


C22 H25 Br F2 N4 02 


495 


5.4* 


23 



immm 2001] 1- p-****^/^^^) -4- [ [n- o-h 

5 -^-9 2 4) <D£tf$L 

EDCI (10. 7mg) , -1 -t Yvtri/^l/S h V T/— • TKfP^J (7. 
5mg) , M)x^7?y (15. 4 m g ) , 0. 5M NH 3 © yr>feHSL 
(0. lmU 0. 05mmo 1) , jo«tt/DMF (0. 5 m L) 1- (3- 
^/U/f^i/^yy-f - 4- [ [N — (3 - h !) 7^0^^) •^y/'f ^) 
10 # 9 75/^ 9vW] f-^ y v?^ (19. 4mg ( 0. 041 mm o 1 ) 

nn*/UAjf« (2. 5mL) ©i&ifcfcjjpx., 2 5 °CT* 2 0 Bt^tg £ 0 U 2M 
NaOHTK^ (2 x 2mL) i^JfiTk (lmL) KT&frLfc, PTFEH7 
^^-la^lit^ *«*«ETfcBft* U 1- (3-TJ/i^rf 
) -4- [ [N— (3-MJ7/U^-a^^) -oy-fyU) ^y-^] 7^/>f 
15 /U] t°^U v?^ tfb-£*)##9 2 4) £Ht&fe<Z>@#* (17. 9mg, 

9 2%) . «ffif±R P LC/MSlCT*fefc (8 9%) 0 ES I /MS m/e 
4 4 7. 3 (M + + H, C 24 H 27 F 3 N 4 0 3 ) 

2 0 0 2] 1- {A^z^jW^jA^S^M -4- [ [N- ( 3 - h 

i) 7 /u;fr p gyuQ *<±rSA 'Jd ? 9 v2jj t $ y y y > (-fb-§-^# 

20 ^9 2 5) O^-jiK 

fc£1fe#*9 2 5(4> ^-f&-f6^fc<t^^J^fflV^T^0iJ2 0 0 1 W^fe 
{-^oT^fiJcL/Co 14. 2mg, 7 2% «ftliRPLC/MStt*ftfc (8 
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6%) o ESI/MS m/e 4 4 7 (M + + C 2 4 H 2 7 F , N 4 O 3 ) 

LMMM 2 0 0 3] 1- (4-7;;^/U) -4- [ CN— 

6) (P-a-fifc 

5 1- -4- [ [N- (3- MJ7^ta^f/P) 

^Uv'/V) 7?;/f;U] f^y^> (2 2. 4mg, 0. 0 4 7mmol 
) (3mL) 2 S^CtC^T, 5%'<7£?*A&* (10m 

*u (5mD x*fcftitz 0 mmzstfrx, mmtz>~t^j:*), 

10 1- (4-T5/-i>vvU) -4- [ [N— (3-HJ7;^n^;U) A 

LT#7t (2 0. lmg, 9 6%) „ fffc&ttR P L C/MS {CT^fefc (9 9%) 
. ESI/MS m/e 4 4 9. 1 (M + + H. C 2 3 H 2 7 F 3 N 4 O 2 ) 
[HlfcW 2004-2005] 
15 {b£fc#*5 1 7 £ 5 1 8 ^ilWet5ItoJ;0:S^|^l^t, £ 
M2 0 0 3OMl:IoT^lLf: 0 E S I /MS 7*- *:fc J: tf 

M 49 



3»J 






ESI/MS m/e 


J&S (mg) 


(%) 


2004 


517 


C23 H27 F3 N4 02 


449 


26.5 


78 


2005 


518 


C23 H27 F3 N4 02 


449 


25.3 


71 



2 0 0 6] 1- [4- (j^^QUT±y) ^y-^] -4- r fN — 
5 19) (ft-a-Efc 

EDCI (4. 7m g) , 1-t Kb*S"<>)/HJ7/-*'*Si* (3. 3 
25 mg) s bV^JUTK> (2. 5mg) , 43J:tfSj?AM (3. Omg) 1 

- (4-7?y<y^) -4- [ [n— (3- h y 7/UTt-D^^/u) -o-y^u 

) ^ys/vl/) 7?y^f^] f^y^> (l 0. lmg N 0. 0 2 3mmo 1) © 
•^ DD ^^i (2. 5m L) td^JP^, 2 5tT'l Gmfflfcto Lit. KJSSJg 
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^•M2M NaOH*S« (2mLX2) (lmL) tXft^Lfcf|» 

ftft£#7~ 0 CtL^^ffeTLC (Si0 2% 10%^/-V^DD^y) fc 
TlffSSU 1- [4- Hy/^;U7?y) 'O^/P] -4- [ [N— ( 3 - hV 
5 7 /M- n y ^vu) ^y/J ;u) jf y i/tV\ 7?yy t°-< (fb£1&#-§- 
5 19) &&fe<&JlWfc£ LT#fc. (4. 6m g, 3 6%) 0 «liRPLC/M 
S{CT*fefc (9 9%) 0 ESI/MS m/e 5 5 3. 2 (M + + H, C 30 H 3 
,F 3 N 4 0 3 ) 

IMMM 2 0 0 7] l- [4- (g^jJvVa/W^AO ^>s?;u] - 4- [ [ 
10 n— (3- (hyy^o/^ju) ^y^/H ££2vij T^y^^/w] fc°^<y 

£y (jb^^gj 5 7 2) (P^fiR 

tvy>?y (0. 0 4 8mg) , *MVfxi t*/U#^#$M § K (0. 4 5 mm 
ol) ©DMFlf (0. 15mL) % 1 - t >n h V TV—/Vfcftm 

(0. 4 5mmol) ©DMF«^, 1- ( 4 -#^>^-< V^/l/) -4- [ 
15 [N- (3 - hV 7jv*u* =?;u) ^yy'J/i') i/y^/u] 75/^f^] tf^y 
(0. 0 4 0mmo 1) ©DMF (1. OraL) jgStfclJlOx., Sfitl7ftM 
IHI, Var ian™ SCX*7^|:MU * n u zJ^L-A/y * y — A-= 1 
: 1 (5mL) id Sitf * $ J — /V (5mL) \ZXfoftL1t 0 4fi£ft$"2M NH 3 0 

y*y-/u (5mD mmx°m&L. liLti- [4- ( y v^y */ud?=./w 
20 ) 'O'vvkl -4- [ [n— (3- (MJ TVioa-n^fvu) -o-yV^) ^Uv'/i' 
] r 5 y y ?vv] t°-<y w (ik&Vam^ 1572) ( 1 4 . 3 m g % 66 

%) o «HRPLC/MSMftfc (9 9%) 0 ESI /MS m/e 5 4 
5 (M + + H. C 29 H 35 F 3 N 4 0 3 ) 
2008-2015] 

0 0 7<D#ffi(r^oT^cLfc 0 E S I /MSx'-^*5it>*^im©iKS*3i:^ 

Ik 50 









ESI /MS m/e 


iRfi (mg) 


ift* (%) 
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o r\r\Q 
£. UUo 


1 C "J "3 

1573 


C31 H33 F3 N4 04 


583 


17.6 


76 




15 /4 


C31 H33 F3 N4 03 


567 


18.8 


83 


2010 


i 1575 


C30 H30 CI F3 N4 03 


587 


1 0 


14 


2011 


1576 


C28 H33 F3 N4 04 


547 


21.1 


97 | 


2012 


1577 


C26 H31 F3 N4 04 


521 


5.1 


24 


2013 


1578 


C31 H33 F3 N4 03 


567 


16.9 


75 


2014 


1579 


C31 H33 F3 N4 03 


567 


6.0 


26 


2015 


1580 


C29 H35 F3 N4 03 


545 


15.1 


69 



[IM12016] l- [4- (^□D^K^) -4- r TN- ( 

1- (4-#/U*>^-<>vvU) -4- [ [N- (3-M)7;^o^f^) ^ 
>yV^) VVi/;U] 75/^f;H t'^Dity (2 4 Omg) b&fcT*-» ( 
lmL) Ci^^Ififl 2»#ra«^Lfc« % *^©*6-fl:^*=yU4r«ETtlfe 
ilCj: »>, 1- [4- (^DD7^?/l/) 'O'v?^] -4- [ [N- ( 

C **« 2 0 17]' 1- [4- FN— Lg_Z^Lh±v^t±j *lwm>\A ^ 
V^yu] -4- [ [N- (3- (h»7A>*a*3-/i,) ^y/^/u) Ws>\A T 

g / y ^ vjjy ntg®M% 1612) o^g 

1- [4- (*nn*,U5,u) _ 4 _ [ [N _ ( 3 - h y 7yU ^ D ^ 

W -^yV,U) ^>,l/| 7^>f^] fc°^y^ (0. 042mmo 1) 
, 2-y h^S/m^T?^ (3. 8m g, 0. 0 50mmo 1) , t^y^Vy 
^Wlfy^l^ (4 6mg) . Joi^DD^y (l . 5mL) ©jg^fc 
^rfiT'l 7^mn-Ltc 0 7K (0. 0 2 0mL) 3 0 #jf # Lfc 

> (lmL) &JJD;L, *g£^£Va r i a n™ SCX*7A|:ML 

, y*/-yU (lOmL) fdT»Lfc 0 ^*Sr, 2M NH 9 ©^;-/« 

-cfcmu mm-rzzkizxv, 1- [4- [n- ( 2 -^^.>xf;n 

-4- [ [n- (3- (M7Wd^^) -i^yV/u) y 

7?/>f;U] t^y-^ (ft^S^16 12) (26. 7mg 

> 10 0%) „ M^iiRPLC/MStCTjR^Tt (9 2%), ESI/MS m/ 
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3 6 1 

e 5 3 5. 2 (M + + H, C 2 7 H 3 3 F 3 N 4 O 4 ) 
[I»J2 0 1 8-2 0 2 0] 

*»W-Cffl^5fc£fc&, *Mti*t1&-rz>tmis ZVBLfcMZRl^xnMm 2 

5 fc. ES Iftfi, *5j:tfJi3lJ(S£*5 1 

* 51 



mmm 






ESI /MS m/e 


iRft (mg) 


JR* (%) 


2018 


1610 


C31 H30 F6 N4 03 


621.2 


4.4 


14 


2019 


1611 


C30 H29 C12 F3 N4 03 


621.2 


35.7 




2020 


1613 


C32 H35 F3 N4 03 


581.2 


29.9 





l^MM 2 0 2 1] 4- [N- [5-^n^-2- (*<f-f\>T%J) ^ )V 

10 ] ^D-^] t%j**?-)v- l- 

1 4 2 7) Q-^fiE 

4- [N — (2-T$y-5-7'a ; &^>yV^) ^y$//u] T^S fif-fr-l 
- (4-^0^1,) f^U^V (fc^Mf 1 04 2) (50m g> 0. 1 
Ommol) <75^-/U hJi^h !)if/I/ (6. 5mL) 1 5 O^T* 1 7H$fHJ« 

15 ^tfc. M{-«fc<9llfe@^#yCo ^©ItfeBflcOa:^/-^ (3mL) 

, TK^t:^^*^ h y <7i* (7. 6mg, 0. 2mmol) ^?fiX'14H# 
BBflltfLfc. #&ftfcafeftR£S^nn**:^c&#U »1M NaOH 

(2mD \cxm&Ltz 0 GMmz&mu k 2 co 3 t«u *ta* ssr 

tfc 0 *7A^ovh^77^" (Si 0 2 , 2 0%^^/-V^nn^A) 
20 cfcoTfifMU 4- [N— [5-^0^-2- (t^-^TXJ) ^y^^] ^y 
7;7^f/U-l - (4-^DDKyi? ; u) t'^yv?^ 142 
7) (4 0mg, 8 0%) 0 *6&f±R P L C/M S (10 0%) 

, ESI/MS m/e 5 0 5 (M + + H, C 23 H 2e B r C 1 F 6 N 4 0 2 ) 
LMMW 2 0 2 2] 4- [N- [5-7'd^-2- (S^fvUTS/) 
25 g y vvl/] 7;;^ fyl^ l - ( 4 - £ a p-O vvU) y 2> (jfrj^n 

#1 4 2 8) 

•>T/7K^t;^ , 73^^ h y £A (2 6mg, 0. 4 2mmo 1 ) (1 4 L 




# 
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) 4- [N — /- 5-^d^--<^^^/u) y\)*,A,] 7^^f;u 

-1- (4-^dd/<^) t^y^y (Ul«1 0 4 2) (6 7mg, 0 
. 14mmol), 3 7%*/UA7VUx t KtK^ (0. 112mL. 1. 4mm 
o 1 ) . T± h~ bVfr (2mL) % }S£U/? J-)V (1. 5m L) O^Wc 
5 APX-x 5 0tf3 0H^{i#Lfcf|L 1M NaOHTk^joit/^^na^^^ 

^b^^^^- (sio 2> 2o%*# y-ju/mm^?-^) 4- t 

-1- (4-^DnKyv?;|,) f-iy^y Wb-g"4(5#-tl 4 2 8) (6 0m 

10 g, 8 2%) 0 Wf*RPLC/MS(C-C^*fc (100%) 0 ESI /M S m 

/e 5 2 3 (M + + H, C 24 H 30 B r C 1 F 6 N 4 0 2 ) 
[3llfe0iJ 2 0 2 3] 4- [ [N- [5-7'p^- 2 - (y fvU;*„/W^;U7 ^ 7 

) ^^yV/U) ^DS/WO T^yyfvt'] -1- bX^v ! 

> Ut&®m^- 15 8 1) (P&EE 
15 4 - [ [N— [2-75/-5-yn^y/^/i,] 7^7^fyU] 

- 1 -', (4-? uu^iS/U) t'^!)^ (25mg, 0. 0 5mmo 1 ) % y * 

>X/\s7fr=.sU? u y K (0. 004 5mL), hy xfyV7>y (o. 0 2 6mL 

) s fcw^DD^y (2mD <D&&m&muT : i 7mmmwLtc a B.&m 

&®ZjJ7J*? a-?h?77 4- (S i 0 2 ) X-mUL, Va r i a n™ SCX* 
20 *9J—A> (5mL) \CXm&Ltz 0 ±f$.®$:, 0. 1M HC 1 

<D*?-S-,U (5mL) ^fTC^tBU M%& LX 4 — [ [N- [5-^0^-2- 

(y ^•/w^/i'*— /ut 5. y ) ^i/vV y y v-/u] t 5 y y ?vt/l - 1 - ( 4 - 

fun^z/ju) «^Wfl58l) £#fc (5. 4m g s 19% 

) o ESI/MS m/e 5 7 3. 0 (M + + H s C 23 H 28 B r C 1 N 4 0 4 S) 
25 [^Jfe^J 2 0 2 4] 4- [ [N- [5 -:7'p^r- 2 - (fc'y. (y 5vWy/U*^;U 

) r^y) ^yy-fyi/) ?*y:wu] Tgyy^/K] -1- (4-^dq^u) 
e^y ^.•(yffrs-ftg-g- 1 5 8 2) g>£^ 
i- -4- [ [n— [2-7?y-5-^p^yA 

^] yyv-yw] T^yy^vk! t°^y^> (5 7mg, 0. 1 Ommo 1), y* 
30 yx/to^DiJF (0. 0 18mL, 0. 0 2 4mL) > h 'J T $ S ( 

0. 0 6 8mL) , feit/y^nD^^y (2mL) (Di^m^UX 8 
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Lfc 0 1M NaOHTK^® (lmL) ^flOx., S^nn^y (2mLX3) \Z 

Ysfyy*- (Si0 2 ) {Cj;i9*jt$lU 4- [ [N— [5-7'n*-2- (f* ( 
*=}-;V7.jVtis=.jV) T\S) ^s^JAiV) WW] TSyyfvU] -1- (4- 
5 tuw<yi/)\s) t°s<!)i?y 1 58 2) (4 0mg x 6 2%) 

0 ESI/MS m/e 65 1 (M + + H. C M H'„Br C I N 4 O e S,) 

mmm 2025] awti- -i-y^-4- [ [ 

N— [3- M)7ylofrp,?t?vW) jTjJ^u] T^yy^] fc°^U^ 

10 4- [ [N— [3-MJ7;Vto^fyk) -OyV/l-) ^■JS'/U] T % J 

1 t^ij^y (3 0mg, 0. 0 8 7mmo 1) <DT± h =- h V & (1. OmL) 

{V^W; *^->V) tfVx^U^ (80mg, 2. 7mmol«l/g(S 
SI) Sr % 4 -^n a^O-^U^D UK (11. 7 m g, 0. 0 7 3mmo 1 ) <Dt 
ODTjvUA (1. OmL) mWA^TL, 6 0 tt* 2 B#P B Hg# Lfc 0 7x=/Ky-> 
15 7*-h'(10. 4mg, 0. 0 8 7mmol) US "C$41 LfcR*£»'d* 
MUZL. 2 5XlXimmm:WLtz.m, Var ian™ SCX#7A^<ftL, y* 
7— (2 OmL) (--C^Lfc„ 2M NH 3 CDy^y — yl/ (6mL) 

»T«L > glLtSIita^ 1- -4- [ [N 

- [3-^)7/^^^) -o-yVA-) WsM T$yy^u] ^y^y 

20 Sr«ifeOtt^^ Lxntc, 

3 >7-ft;y (2 8m g, 0. 2 0 mm ol) & 1 - (4-^n w<yi/jU) - 
4- [ [N- [3 - hi) 7;viD^f;P) ^y/^fyu) WVivl TX/tf-fr] 

^Vit^r-th-h 1 )* (2. OmL) gstim*., 7 ot: 

25 l-y^/U—4- [ [N- (3- ( h 11 ^yu^-ny fvl/) -O-yV^) !) 

757>f/V] t^y-y-7A^feM*iLT#fc (3 1. 7m g> 7 1%) 

0 MgttR P LC/MS^X**6fc (9 9%) 0 ES 1/MS m/e 4 8 2. 

1 (M + + H, C 24 H 28 C 1 F 3 N 3 0 2 ) 

[MMW 2 0 2 6] 1- -4- [N-y 7vU-N- [N 

30 - (3- (hy^^pyfvi^) ^<yy^yw) ^yv^v] T^yyfvi-] b^jj-^ 
y ut&mm-%5 2 o) <a-a-)% 
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/Jvl'AT^xfc (1 0 8m g, 1. 3 3mmol, 3 7 w t %) £ 1 - 

- 4 _ (T$/^3vu) t'^y^y (3 18mg % 1. 3 
3mmol) irNaBH 3 CN (6 6 8mg) ©1 0%M/^/-/V ( 3 m L) 
&&l^P;t, 2 5°CT'm^m#L/c e M^Dowex™ 50Wx2*7 
5 A (lOmL) KAfflrU J—/\< (2 0mL) {CTi5fc#Lfc 0 ±f&MZ^ 2M 
NH,0^/-;U (6mL) »jR-<?j&HJ U i£8§LTl- 
) -4- [ UfvUTS:/) y?vt/) tXyv>y^|fe©iH^i lT ^ 

EDCI (85mg) , 1 - t Kn *i/-<^/ h y • 7k?P^) (6 Om g 

10 ) 1- -4- [ (^fvW7$/) fc^y^ 

(lllmg, 0. 44mmol) (Dv'^DD^^y (4mL) ^(^Dx., 2 5 
t:T'l^W^, 2M NaOH (2mLX2) *&?reft#Lfc 0 PTFEgl 

l-t^SU 1- (4-^00^^) -4- [N-> fvU-N- [N- (3- 

15 (hp^tp^f^xy^/i,) ^y>vu] r$/y?vk] bv<yj?y (fb-g- 

5 2 0) SrMSfeffl^i lt#fc (14. Om gl 3. 4%) 0 MgfAR 
PLC/MSICT##>fc (9 9%) 0 ES I/MS m/ e 4 8 2. 1 (M + + H 
, C 24 H 27 C 1 F 3 N 3 0 2 ) 
[## #J 3 7 ] 3 — T ^ / /fc^fr y i/'y(D&\&. 

20 DL — a — T$/ — £ — ^7 ~?uy p & J* (2 g, 1 6mmo 1 ) ©THF (7 0 
mL) : .mm^ 1M BH 3 -THFM(80mL) 3^itwf£Ufc 0 2 

MitH (5 0mL) ZtiVz., & £ b i- 1 ^JPUft, iSflfEU -£©1£2 5°CICj£ 
^L^.KJ&#)£4M Na OH^&APxTT^ yt££ L (pHIO) , fUft 
^fvU (2 0 0mLX3) T'tttUtfco fiSfPN a H C O 3 7KTi5fc#- 

25 L, t£A (MgSOj , mm+ Z^biz£<0, (9 9 0mg, 5 4% 

[##M3. : 8];. 3 -T?/-l- (4-^dd^) fr^tr y ^<7>£fifc 
3-7$M^fcXyv;y (i. 7 1 g> 1 5mmo 1) <DT±h-hVfr (4 
5mL) BWUZ, p-^nn^y^DDK (4 6 3mg, 2. 9mmol) t 
30 K 2 C0 3 (8 2 8g, 6mmol) 7 0<CT* 9 P$m/nffitjf# Lf^ 0 2 5°C 

KJftiPU ««LT*rfeBfc«:#fc„ g^H 2 Q (5mL) (5 0m 
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L) -©^t^SU mm^f-^ (50raLX2) T?«lttlUt 0 #|)|JI*-fr*>*-C* 
&7K (2 0mL) TfftfrU ffc» (MgSOj , «M§Lfc. fc&ftfcKfei*** 

^7^77^- (s i o 2 , 5-2 0%y^/-/u/v^nDy ^v-fejiBigti}) 

tt»«U B»4b*Hfe»*#t LXnit (6 3 9mg, 93%) „ 

5 mmm 2027] 1- u z £pp<^») -3 - e u-^oyy/u^ 
y;u) 7^y] d^E-t^y v?^ (-fk^#-g-9 94) <&£g. 

3 —7 5; / - 1 - jfc^E- fc"^ !) v?V (24mg, 0. 10 

mmol) *5<fctf 4 — ^y/^^f /VK (1. 2S1) ©?dd*W (lmL 
EDCI (2 3mg) „ HOB t (16. 2rag) % *S<fctfMJ^ 
10 ;UT%y (15. 2/*L) £J)P;i % 2 5ttl6^||j$lfc c ^©RjSS^Sr 
■^Do^y (0. 5mL) fcTtfRU P TF EB&fcTi&B U itiSLTl- 

-3- [ ( 4 AS??- D JV) 75/] fc^^y 

^> (ft^!)#t9 9 4) (4 3mg, 9 9%) 0 MgflR P L C/M S 

ttfefc (9 8%) „ ESI/MS m/e 4 1 3 (M + + H, C 2 4 H 2 9 C 1 N 2 
15 0 2 ) 

IMMm 2028-2042] 

2027ttotMLt. ^gT-fctbfi. ?dy^77^- (HPLC-C 18 
) KioTlSfiU lWMTFASi:LT#t, ESI/MSf-^, 43 
20 it>*lK$^5 2t$tftfc. . 

^ 52 



£J6« 






ESI/MS m/e 


(mg) 




2028 


943 


C23 H25 CI F3 N3 02 


468 


6 


28 


2029 


944 


C23 H28 CI N3 02 


414 


5 


29 


2030 


945 


C22 H25 CI N4 04 


445 


6 


30 


2031 


946 


C23 H27 CI N4 04 


459 


5 


24 


2032 


947 


C25 H31 CI N2 04 


459 


4 


20 


2033 


948 


C24 H29 C12 N3 02 


4 62 


6 


32 


2034 


949 


C25 H32 CI N3 02 


442 


6 


31 


2035 


988 


C23 H25 CI F3 N3 02 


468 


45 


92 


2036 


989 


C23 H28 CI N3 03 


430 


44 


97 
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2037 


990 


C22 H26 CI N3 02 


400 


41 




2038 


991 


C23 H27 CI N2 02 


399 


41 


97 


2039 


992 


C25 H31 CI N2 04 


459 


47 


98 


2040 


993 


C25 H31 CI N2 02 


427 


44 


98 


2041 


995 


C25 H31 CI N2 03 


443 


44 


95 


2042 


996 


C24 H31 CI N4 02 


443 


5* 


11 



[^Ji0ij2O4 3] T H P - 1 Mm^<DM IP-la &&^tt-tZWmk'&®(D 

7 5/t^/^77- (RPMI-1 64 0 (G i b c o-BR Lttl!) CO. 1% 
BSA, 25mM H E P E S ZtiUz. p H 7 . A\m&Ltzt>(D) \mML, 'M 

mmmmtLti, mmk&mzr y±4 r-x^Ltzmm^t. ^mc^m 

t&MtLtz a 3 $m&M£Htzt hM I P- 1 a (DuPont NENftJgl) 2 
10 5' 0 n C i /m L fcfc 5 <fc 0 \ZlT y ±J s< y 7 T -T'#f? t tzMwM U K 

&mfc&® 2 5 ^ ^ai y k» 5o m l 
aiwi (sj^^ioo^l) , i sTixim&w h Ltz 0 

15 mfcftLtc »PBS 200^ LiDxfcm. „ ^/l^-Sr®!^ 

h y ~7tl <^>h \s<y#- K*±M) XMlZLtz. 
^fft^O^')!:, «thMIP-la (Peprotechtt® 1 

o o n gzmtoLtztz<D$v->h&#&mmw%t ltml^i#, WLmits®* 

20 fa^jjPLft^fc^TJ?^ b£l 00%iLTfc|-M]P-la(7)THP-li 

mmm (%) = [1- (a-b) / (c-b) ] xioo 

(A : U.Wfc&V!)mm<D*v-> K B : mtUkt hM I P- 1 a 1 0 0 n g *J0 
B#^)^7!7^h, C: [ l25 I] ffimt hMI P-l a<D&mimLtzt$(D%<?^h) 

fe©^t)fi, 2 MM£fct±l OaM^II^^ ^ive*x2 0- 5 0%, 5 0 
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%- 8 0 %, *3 XV> 8 0 %<DW.%mZ^Ltz 0 

1 0 nM<D]&mz^"X 2 0%- 5 0%(Dmmm^Ltcit^m : 

2 9, 37, 41, 45, 46, 47, 50, 82, 85, 107, 1 

2 0, 1 3 4, 2 1 4, 2 1 7, 2 1 8, 2 2 0, 2 2 2, 2 2 5, 2 2 6, 2 2 
5 7, 2 2 8, 2 2 9, 2 3 0, 2 3 1, 2 3 3, 2 3 4, 2 3 6, 2 3 7, 2 3 8 

, 3 3 3, 3 3 4, 3 3 5, 3 3 6, 3 3 8, 3 4 0, 3 4 2, 3 4 7, 3 4 8, 

3 4 9, 3 5 0, 3 5 2, 3 5 7, 3 5 9, 3 6 1 , 3 6 6, 3 7 2, 3 7 4, 3 
75, 376, 380, 382, 383, 385, 470, 471, 472, 47 
3, 4 7 4, 4 8 3, 4 8 4, 4 8 8, 4 8 9, 4 9 1, 4 9 7, 4 9 9, 5 00 

10 , 502, 506, 508, 510, 514, 515, 518, 524, 543, 

5 5 3, 5 5 4, 5 5 5, 5 5 6, 5 6 3, 5 7 1, 5 7 5, 5 7 6, 5 7 8, 5 
7 9, 5 8 0, 5 8 3, 5 8 6, 5 8 7, 5 8 8, 5 9 0, 5 9 1, 5 9 2, 5 9 
5, 596, 598, 603, 610, 611, 612, 614, 624, 625 
, 6 2 6, 6 2 9, 6 3 5, 6 3 8, 6 3 9, 6 4 0, 6 4 1, 6 4 2, 6 4 3, 

15 644, 64 6-, 647, 648, 649, 652, 653, 658, 6'59, 6 

6 0, 6 6 5, 6 6 6, 6 6 9, 6 7 1, 6 7 5, 6 7 7, 6 7 9, 6 8 1, 6 8 
2, 684, 691, 695, 69 6, 700, 702, 704, 706, 711 
, 7 1 2, 7 1 4, 7 1 7, 7 2 1, 7 2 3, 7 2 4, 7 2 6, 7 2 7, 7 2 8, 

7 2 9, 7 3 1, 7 3 7, 7 3 9, 7 4 0, 7 4 1, 74 2, 7 4 4, 7 4 6, 7 
20 65, 767, 772, 773, 774, 775, 776, 780, 781, 78 

5, 7 8 6, 7 8 7, 7 8 8, 7 9 0, 7 9 1, 7 9 2, 7 9 3, 7 9 5, 7 9 6 
, 7 9 7, 7 9 8, 8 0 5, 8 0 6, 8 0 7, 8 1 0, 8 1 3, 8 2 0, 8 2 1, 
822, 824, 825, 827, 829, 830, 833, 834, 837, 8 
3 8, 8 4 4, 8 5 3, 8 5 5, 8 7 3, 8 7 7, 8 7 8, 8 8 0, 8 8 2, 8 8 

25 l\ 888, 891, 894, 901, 903, 904, 905, 91 1, 929 
, 9 3 2, 9 3 3, 9 3 5, 9 3 8, 9 4 0, 9 4 8, 9 9 3, 9 9 6, 1 0 0 6 
, 1 0 1 8, 1 0 2 6, 1 0 2 8, 1 0 3 5, 1 0 4 8, 1 0 5 3, 1 0 5 4, 1 
0 5 5, 1 0 5 6, 1 0 6 8, 1 0 7 0, 1 0 7 1, 1 0 7 2, 1 0 7 3, 1 0 7 
5, 1 0 7 6, 1 0 8 1, 1 7 6 3, 1 7 6 4 

30 1 0 mMCO^^&^T 5 0%-8 0%<DPfl^g£;^Lfcte-g^ : 

WLSm^ 1, 2, 3, 4, 7, 13, 22, 23, 24, 25, 2 7, 31, 3 
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2, 38, 48, 83, 119, 121, 123, 131, 215, 216, 22 
1, 2 3 5, 3 3 7, 3 5 1, 3 5 4, 3 5 8, 3 6 2, 3 6 3, 3 6 5, 3 6 7 
, 3 6 8, 3 6 9, 3 7 3, 3 7 8, 3 8 1, 3 8 4, 4 5 8, 4 5 9, 4 6 3, 
465, 466, 467, 468, 478, 479, 480, 482, 485, 4 

5 86, 487, 492, 493, 494, 495, 496, 498, 501, 50 

3, 5 0 4, 5 0 7, 5 1 1, 5 1 2, 5 1 3, 5 2 0, 5 2 3, 5 2 7, 5 2 9 
, 5 3 0, 5 3 1 , 5 3 2, 5 3 3, 5 3 4, 5 3 5, 5 3 6, 5 3 7, 5 3 8, 
5 3 9, 5 4 0, 5 4 1, 5 4 2, 5 4 5, 5 4 6, 5 4 7, 5 4 8, 5 4 9, 5 
5 0, 5 5 1, 5 5 2, 5 5 8, 5 5 9, 5 6 0, 5 6 1, 5 6 2, 5 6 5, 5 6 

10 7, 5 6 8, 5 6 9, 5 7 0, 5 7 2, 5 7 3, 5 7 4, 5 7 7, 5 8 1, 5 8 2 
, 5 9 4, 5 9 7, 5 9 9, 6 00, 6 0 2, 6 04, 6 0 6, 6 0 7, 6 0 8, 
609, 613, 615, 616, 618, 619, 620, 621, 628, 6 
3 0, 6 3 1, 6 3 2, 6 3 3, 6 3 4, 6 3 6, 6 3 7, 6 4 5, 6 5 1, 6 5 

4, 6 5 5, 6 5 7, 6 6 1, 6 6 2, 6 64, 6 7 3, 6 74, 6 7 6, 6 78 
15 , 6 8 0, 6 8 3, 6 8 5, 6 8 7, 6 8 8, 6 8 9, 6*9 3, 7 0 3, 7 0 5, 

7 0 7, 7 0 8, 7 0 9, 7 1 0, 7 1 3, 7 1 6, 7 1 8, 7 1 9, 7 2 0, 7 
2 5, 7 3 0, 7 3 2, 7 3 3, 7 3 4, 7 3 5, 7 3 6, 7 4 9, 7 5 0, 7 5 
1, 7 5 2, 7 5 3, 7 5 4, 7 5 6, 7 5 8, 7 6 0, 7 6 2, 7 6 3, 7 6 4 
, 7 6 6, 7 6 8, 7 6 9, 7 7 0, 7 7 1, 7 7 7, 7 7 8, 7 7 9, 7 8 4, 

20 7 9 4 , 7 9 9 , 8 0 0 , 8 0 2 , 8 0 4 , 8 0 8 , 8 0 9 , 8 1 1, 8 1 2 , 8 
15, 8 1 6, 819, 828, 831, 832, 835, 836, 839, 84 
0, 8 4 5, 84 6, 8 4 7, 8 4 8, 8 5 0, 8 5 1, 8 5 4, 8 5 7, 8 5 8 
, 8 5 9, 8 6 0, 8 6 1, 8 6 2, 8 6 3, 8 6 5, 8 6 6, 8 6 7, 8 6 8, 

8 7 2, 8 7 4, 8 7 6, 8 8 6, 8 9 9, 9 1 0, 9 4 2, 9 9 8, 1 004, 
25 1005, 1007, 1013, 101 5, 1016, 1017, 1019, 10 

20, 1021, 1 022, 1024, 1030, 1037, 1042, 1043 
, 1 04 4, 1 0 4 5, 1 04 6, 1 04 7, 1 04 9, 1 0 5 0, 1 0 5 2, 1 
0 5 9, 1 0 6 0, 1 0 6 1, 1 0 6 7, 1 0 6 9, 1 0 7 4, 1 0 7 8, 1 0 7 
9, 108 0, 1766 
30 1 0 MM<7?iig{^jo^T> 8 0%(DPfl^^^L^t^ : 

{b-a-W-^-4 6 1, 4 6 4, 4 6 9, 4 8 1, 4 9 0, 5 0 5, 5 0 9, 5 2 1, 
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526, 528, 544, 564, 566, 601, 605, 617, 62 2', 6 
2 3, 6 2 7, 6 5 0, 6 5 6, 6 6 3, 6 6 8, 6 7 2, 6 8 6, 6 9 0, 6 9 
2, 6 9 4, 7 1 5, 7 4 3, 7 4 7, 7 4 8, 7 5 5, 7 5 7, 7 5 9, 7 6 1 
, 782, 783, 803, 814, 817, 818, 826, 849, 856, 
5 864, 869, 870, 871, 999, 1000, 1001, 1002, 10 

0 3, 1 0 0 8, 1 00 9, 1 0 1 0, 1 0 1 1, 1 0 1 2, 1 0 2 3, 1 0 2 9 
, 1 0 3 1, 1 0 3 2, 1 0 3 3, 1 0 3 4, 1 0 3 6, 1 0 3 8, 1 0 3 9, 1 
040, 1 0 4 1, 1 0 5 1, 1 0 5 7, 1 0 5 8, 1 0 6 2, 1 06 3, 1 0 6 
4, 1065,1066, 1082, 1083 

10 2 MM©»gE(C*5V^T2 0%- 5 0%<Dm.Mf£&^Ltc4k&® : 

it&Vn&flr 1042, 1043, 1244, 1245, 1416, 1435, 14 
36, 1 438, 1441, 1 480, 1570, 1583, 1584, 1589 
, 1 5 9 0, 1 5 9 4, 1 5 9 5, 1 6 0 1, 1 6 6 0, 1 6 7 2, 1 6 8 7, 1 
7 2 4, 1 7 7 9, 1 7 8 0, 1 7 8 7, 1 7 9 5, 1 7 9 6, 1 7 9 8, 1 7 9 

15 9, 1 8 02, 1 8 93, 1894, 1898, 1900, 1915, 1919, 

1 9 2 0, 2 0 9 2, 20 9 6, 2 0 9 8, 2 1 0 0 

2 a MOmi&^m^X 5 0% - 8 0%<Dm^m^7jk Ltcitft® : 
-fb^-^S-^- 1190, 1414, 1600, 2091, 2094, 2095 
2 nM<D&mzte\<"X> 8 0%<Dimm£^Ltzikfr%) : 
20 it&fy&Jlr 2093, 2097, 2099, 2103, 2 1 04 

i^MM 2044] thp- lmm^MPMCP- i <nte&\ctti-z>mmm<pmi£ 
i. b hMCP- iMM±^MM^^°^JJkZ^^ 

VitiUDt bMC P- 1 iHH^-gE^iJ (0iJx.tfYoshimura,T. et al. Febs Letters 1 
989, 244, 487-493 ft f-S^#^J|5S^M«^#An 
25 -?—£2ffi.m (5' - CACTCTAGACTCCAGCATGA-3'J><t^5' - 
T A GCTGC AGATTCTTGGGTTG — 3') &/8<^T, t h^W^&mJ^i 

(^7*:^i<i; vffi.A) *tcDNA?rPCR?iiao)g(iu mmm (p$ t 

I fctlf'X b a I ) Wm'&, h7^77-^^-pV L 1 3 9 3 ( I n v i t 
r o g e n*±$D (C^iiA/fc„ frfr^t 9 — tm%k&S<*=L & £^vU*3r S f 



10 



15 
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2. [ 125 II g M£j±^°_^L^j^a^ NMCP-l<Plfc» 
I SHI I, K. PjCD^i (Biochemical and Biophysical Research Communicat 
ions 1995, 206, 955-96l#Rg) tt£V\ S f - 9 5 X 1 0 6 fflfc, ±fBfc 
hMCP- liH2T-M^x./<^- 3 .nt>^yu^5 x 1 0 7 PFU (zfy — ? Bjfc=L- y 
h) EX-CELL4 0 li#%|CT7BF B 11§#L, #bttfc^*±ff 

.ftiHPLC (Vydac C18 #7 A) fctf U 8F08fc hMC P - 1 
fc. #WcHithMCP-i|:o#, ^>+AtHcga«*&ft*u 
h^.^^-ft {J :J:9^«Sitfc [ 125 i] giA^B^^^at Hmcp 
- 1 (ttJSStt : 2 0 0 0 C i /mm o 1 ) , «T©WKfcJl^fc 0 
3-1. E 125 11 «tt/<3raPfrw vU;*jS%fc FMCP-liDTHP-li^g) 

t hW**S*6j|ii#ilietet?fc5THP-l|(Haii x lOWmLI^J;, 
l;7yt^. 7 7 7 - (RPMI-1 6 4 0 (G i bco-BRLftfi) {ZO. 1 
%BSA, 25mM HEPES^x./ pH7. 4tIiUct©) IcMUl 

ffc<k L7t„ ±a?© t 1 2 5 I ] ms&'<*~n$j;i,x%$Lt hMCP- l£l M C i/ 
#8 1 0 0 n L) x 1 8°CT* 1 B#ra^ ^^^-<- |> 

tt*fc£tt©ftfe0fc±*©^* i oB3|t hMCP-1 lOOng 
^t©*I>yF^100%tUt hMCP-10THP-l»^|; 

mmm (%) = a - u-b) / (c-b) j xioo 
(a : m.it&mmm<o* <> > k b : mK t kmc p - 1 1 o o n g «*n 



30 
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Bfo^^K c: [ ,2s i] mmt hMCP-KDfrmnvLitmoutyh) 

fZ<Dik&m~i. 1//M, 10 M M, tfclilOOjuMWlSfc^X, ^iveti2 0 
-50%, 50%-80%, *5ctt^>8 0%C0Pfl^ig^^Lfc o 
5 10 0 */M©2gEl(C:lo^T2 0%- 5 0 %<DPlSHg£^ LtcitSWl : 

ItG-fy)^ 3 , 6, 11, 15, 16, 19, 28, 44, 88, 92, 94, 1 
04, 111, 1 1 2, 1 24, 1 2 5, 1 3 3, 2 1 9, 2 2 0, 2 2 4, 2 2 
8, 236, 338, 343, 3 4 6, 347, 348, 349, 362, 363 
, 367, 368, 371, 373, 381, 618, 847, 849, 850, 
10 866, 867, 869, 870, 871, 872, 873 

1 0 0 MMO^g(C*3V^T5 0%- 8 0%<Dm^M%7fiLtzit£V>> : 
fb£*##l» 8, 1 0, 12, 18, 21, 26, 30, 33, 35, 3 9, 8 

4, 89, 90, 91, 96, 97, 98, 99, 100, 101, 103, 10 
6, 1 08, 109, 110, 116, 122, 126, 216, 218, 221 

15" , 225, 226, 231, 330, 332, 333, 334, 337, 341, 
3 4 2, 3 5 0, 3 5 2, 3 5 4, 3 5 6, 3 5 9, 3 6 0, 3 6 1, 3 6 4, 3 
66, 374, 375, 379, 382, 462, 463, 464, 557, 68 
6, 84 0, 8 4 1, 84 2, 8 4 3, 84 4, 8 4 5, 84 6, 84 8, 8 6 2 
, 863, 864, 865, 868 

20 1 0 0 ^M(Dm^^"X> 8 0%<OPfl^|g^^Lfc-fb-S-^ : 

<fb-£-i&#-5§- 2, 4, 5, 7, 13, 14, 17, 20, 22, 23, 24, 25, 

2 7, 2 9, 3 1, 3 2, 34, 3 6, 3 8, 4 0, 4 1, 4 2, 4 3, 4 5, 4 
6, 47, 48, 49, 50, 83, 85, 86, 95, 102, 1 05, 107 
, 113, 114, 115, 119, 120, 121, 123, 127, 128, 

25 1 29, 130, 131, 132, 134 , 2 1 4 , 2 1 5 , 2 1 7 , 2 2 7 , 2 

3 7, 2 3 8, 3 3 1, 3 3 5, 3 3 6, 3 3 9, 3 4 0, 3 4 5, 3 5 1, 3 5 

5, 357, 358, 383, 458, 459, 460, 466, 558, 851 
,852,861,874 

1 0 /iMCDiitSi-fc^T 2 0%- 5 0%<D$mf&£^Ltifc&!&) : 
30 \Y&m%s?r 12, 18, 30, 34, 40, 42, 43, 51, 52, 53, 5 4 
, 5 5, 5 6, 5 7, 5 9, 6 0, 6 4, 6 6, 7 5, 7 6, 7 7, 7 8, 7 9, 
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8 2. 8 9, 9 0, 9 7, 9 8, 1 0 2, 1 0 3, 1 1 6, 1 2 7, 1 2 8, 1 2 
9, 1 3 0, 1 3 2, 1 3 5, 1 3 6, 1 4 0, 1 4 1, 1 4 4, 1 5 6, 1 5 7 
, 1 5 9, 1 6 0, 1 6 1, 1 6 2, 1 6 3, 1 6 6, 1 6 7, 1 6 8, 1 6 9, 

1 7 0, 1 7 1, 1 7 2, 1 7 3, 1 7 4, 1 7 5, 1 7 6, 1 7 8, 1 7 9, 1 

9 0, 1 9 1, 1 9 2, 1 9 5, 1 9 7, 2 00, 2 0 2, 2 0 3, 2 04, 2 0 
5, 2 0 8, 2 3 3, 2 3 4, 2 3 5, 2 3 9, 2 4 0, 2 4 1, 2 4 2, 2 4 3 
, 2 4 5, 2 4 7, 24 9, 2 5 0, 2 5 5, 2 6 3, 2 6 4, 2 6 9, 2 74, 

2 7 8, 2 7 9, 2 8 2, 3 0 6, 3 1 6, 3 1 7, 3 2 3, 3 2 4, 3 8 0, 4 
04, 409, 433, 446, 448, 449, 451, 470, 471, 47 

3, 4 7 6, 4 7 9, 4 8 6, 4 8 8, 4 8 9, 4 9 7, 4 9 8, 4 9 9, 5 0 1 
, 5 0 4, 5 0 7, 5 0 8, 5 0 9, 5 1 0, 5 1 2, 5 1 4, 5 1 6, 5 1 9, 

5 2 7, 5 3 0, 5 3 2, 54 2, 5 4 5, 5 6 0, 5 6 3, 5 6 4, 5 6 5, 5 

6 6, 5 6 8, 5 6 9, 5 7 2, 5 7 3, 5 7 4, 5 7 5, 5 7 8, 5 8 3, 5 8 

4, 5 86, 5 8 7, 5 8 9, 5 9 0, 5 9 9, 600, 6 0 1, 6 0 3, 6 0 6 
, 612, 613, 620, 621, 622, 62 4, 625, 627, 629, 
6 3 0, 6 3 2, 6 3 4, 6 3 6, 6 3 7, 6 4 0, 64 1, 6 4 2, 6 4 3, 6 
4 4, 6 4 5, 64 6, 6 4 7, 6 4 8, 6 4 9, 6 5 8, 6 7 8, 6 8 2, 6 8 
7, 6 9 2, 6 94, 7 6 4, 7 7 5, 8 5 6, 8 5 7, 8 6 0, 8 8 1, 8 8 2 
, 8 8 3, 8 8 4, 8 9 0, 8 9 2, 8 9 9, 900, 9 0 3, 9 0 5, 9 0 7, 
908, 911, 912, 916, 917, 921, 922, 923, 925, 9 
2 7, 9 3 1, 9 3 2, 9 3 5, 9 3 9, 9 40, 9 6 8, 9 8 6, 1 0 3 9, 1 
04 1, 1 04 5, 1 04 7, 1 0 6 2, 1 06 3, 1 08 3 

1 0 M(D^[C£^T 5 0%-8 0 %CDPfl§ftg£^ Ltcfc-fr® : 
-ft£#J#-§-7, 3 2, 3 6, 6 1, 6 2, 6 3, 6 5, 6 7, 6 9, 7 0, 7 1, 
72, 73, 74, 81, 91, 105, 114, 121, 123, 134, 13 
7, 1 3 8, 1 3 9, 1 4 6, 1 4 7, 1 4 8, 1 4 9, 1 5 1, 1 5 4, 1 6 5 
, 1 7 7, 2 3 2, 2 4 4, 2 4 8, 2 5 1, 2 5 2, 2 5 3, 2 5 6, 2 5 9, 
2 6 1, 2 6 6, 2 6 7, 2 7 6, 2 8 6, 2 9 2, 2 9 3, 2 9 5, 3 0 1, 3 
05, 307, 310, 314, 315, 32 0, 322, 328, 434, 43 
5, 436, 437, 439, 440, 443, 447, 450, 452, 453 
, 454, 455, 456, 468, 469, 472, 474, 475, 477. 
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10 



15 



20 



25 



478, 480, 481, 482, 483, 485, 490, 493, 494, 5 
00, 5 0 5, 5 1 1, 5 1 7, 5 2 0, 5 2 9, 5 3 4, 5 4 0, 5 4 3, 5 4 
4, 5 4 8, 5 5 5, 5 5 6, 5 6 1, 5 6 2, 5 7 0, 5 7 6, 5 7 9, 6 1 1 
, 6 1 7, 8 5 3, 8 5 4, 8 5 5, 8 5 8, 8 5 9, 8 7 5, 8 7 7, 8 7 9, 
880, 885, 886, 887, 888, 891, 894, 895, 904, 9 

0 6, 9 0 9, 9 1 0, 9 1 3, 9 1 4, 9 1 8, 9 2 8, 9 3 0, 9 3 3, 9 3 
7, 9 3 8, 9 4 5, 9 7 0, 1 04 0, 1 044, 1 0 4 6 

1 0/iM©»ftfc:i8^T>8 0%<Dmmm%^Ltcik&® : 
fc^feS^3 1, 4 5, 4 6, 4 8, 5 8, 6 8, 8 0, 8 3, 1 1 3, 1 1 5, 

1 4 2, 1 4 3, 1 4 5, 1 5 0, 1 5 2, 2 6 5, 2 6 8, 2 7 2, 2 7 5, 2 
8 3, 2 8 5, 2 8 7, 2 8 8, 2 9 0, 2 9 1 , 2 9 4, 2 9 6, 2 9 7, 3 0 
2, 308, 309, 313, 321, 325, 326, 358, 438, 441 
, 44 2, 4 4 4, 4 4 5, 4 5 7, 46 6, 4 6 7, 4 84, 4 8 7, 4 9 1, 

4 9 2, 4 9 5, 4 9 6, 5 0 3, 5 1 8, 5 3 7, 5 3 8, 5 4 7, 5 5 4, 8 
76,878, 919,929, 943 

i uM(Dmm^^^x 2 o%- 5 o%<Dmwmz^ Ltdt^ ■. 

ik&yo&^r 1118, 1121, 1136, 1143, 1146, 1158, 11 

5 9, 1 1 6 7, 1 1 7 0, 1 3 5 9, 1 3 6 1, 1 3 6 2, 1 3 6 3 
1 mMOO^IC&^T 5 0%- 8 0%OPI^tS£^L;Mt-£^ : 

ik-B-M&Zr 1133, 1134, 1137, 1141, 1156, 1161, 11 
62, 1163, 1164, 1166 

1 »M(D&mz.io^X> 8 0%<DVmm%7f;Ltzik&V!> : 
it^m^r 114 7 

3-2. [ 125 I] Mm'<**.a fr^/t^jSjBfc hMCP- 1QTHP- l'fflm^(D 

t Ym^n^mmmmxh^T hv - i«£i x 1 o^/mu^si? 

'<V7T— (50mM HEPES, pH7. 4, 1. 0 mM CaC 
1 2 , 5. OmM MgCl 2 , 0. 5%BSA) ^BM LM«$<t Ltc 0 

I] mWi'<*x-* P-J^Xft^lt MMCP-l£l M C i /mUcftZ X 0\CT y 



10 



20 



25 



30 



WO 00/69432 PCT/JPOO/03203 

3 7 4 

y h°m®2 5,l, i««5o ^ L<Dimmz#&u {Rfcmrn i o o 

2|elgfcfrL7c (iftPBS 2 0 0 M Lmfct, iHi®) , 7 -iVl^-£j&S^ 
^ftv^^l^-^-S; 1 V=tJVhtc*) 2 5 yu L-foAQx, 7 ^ /l^-±0,«2;JS{fc 

>9tC±ai(7)^^^n^t hMCP-1 1 OOn g^^DLfc<t#©^ 

h*l 0 0%t LTt hMCP-l©THP-ljWJia^o^tcStf 5*«-ft:-6-tt 

mmm (%) = {i - (a-b) / (c-b) i xioo 
(a :iHM&mmjme>*9>h. b : #aii$t kmcp-i ioo ng »B 

■toaS^K C: C 125 I] hMCP- l^^BLfcH#©*r>>f) 

m<Dfc&mt, 0. 2 M M, 1 m M, *fcf±l 0/£M©««*5V^T, -etl€tl2 0 
-50%, 5 0 %- 8 0 %, & <fctf> 8 0 %©Pfi^£^ Lfc 0 
1 0 tiMOfe&iC&^X 2 0%- 5 0%©fflgt&£*Lfc<ffc£4& : 
15 6 0 

1 0 ^ M©Mfc*5V^T 5 0 %- 8 0 %©|BSflB£7i* Ltzik&tfa : 
it&Q0&-%- 15 5 0 

1 0 nM<Dnm^iS^X>8 O Uh-ffcfrtt : 

ft^ft#t5 4 1, 1042, 1043, 1559 

1 mMC0^{c:4o^T2 0%-5 0%(Dmmm^Ltzit^ : 
ft*«#*i 0 9 8, 1 1 00, 1 1 0 1, 1 1 04, 1 1 0 5, 1 1 0 9, 1 1 

1 0, 1 1 1 6, 1 1.7 4, 1 1 7 5, 1 1 7 6, 1 1 7 8, 1 1 8 7, 1 1 8 8 
* 1 1 8 9, 1 1 9 7, 1 1 9 8, 1 1 9 9, 1 2 0 0, 1 2 0 1, 1 2 0 2, 1 

2 0 9, 1 2 1 0, 1 2 1 1, 1 2 1 2, 1 2 2 2, 1 2 2 5, 1 2 2 9, 1 2 3 
0, 1 2 3 7, 1 2 3 8. 1 2 4 3, 1 2 5 0, 1 2 5 9, 1 2 6 1, 1 2 6 5, 
1266, 1 272, 1277, 1282, 1294, 1299, 1 302, 13 
07, 1315, 1 318, 1319, 1320, 1329, 1330, 1335 
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, 1336, 1337, 1343, 1344, 1353, 1355, 1356, 1 
3 5 7, 1 3 5 8, 1 3 6 8, 1 3 7 2, 1 3 8 5, 1 3 8 6, 1 3 9 2, 1 4 0 
0, 1413, 1422, 1423, 1425, 14 2 6, 1429, 143 0, 
14 32, 1437, 1440, 1445, 1446, 1447, 1448, 14 
5 5 0, 1 4 5 2, 1 4 5 3, 1 4 5 5, 1 4 5 8, 1 4 5 9, 1 4 6 1, 1 4 6 3 
, 1 4 6 4, 1 4 6 6, 1 4 6 8, 1 4 6 9, 1 4 7 0, 1 4 7 1, 1 4 7 4, 1 
479, 1482, 1485, 1507, 1508, 1510, 1511, 151 
2, 15 13, 1514, 1515, 15 16, 1518, 15 19, 1521, 

1 5 2 2, 1 5 2 4, 1 5 3 5, 1 5 3 8, 1 5 4 0, 1 5 4 2, 1 5 4 4, 1 5 
10 71, 1573, 1574, 1 575, 1576, 1577, 1578, 1579 

, 1580, 1581, 1582, 1585, 1587, 1598, 1602, 1 

6 0 3, 1 6 0 4, 1 6 0 9, 1 6 1 1, 1 6 1 2, 1 6 1 3, 1 6 1 4, 1 6 1 
5, 1616, 16 1 7, 1 6 1 8, 1622, 1627, 1630, 1643, 
1646, 1662, 1669, 1716, 1717, 1723, 1728, 17 

15 3 1, 1 7 3 3, 1 7 3 6, 1 7 3 9, 1 7'4 0, 1 7 4 7, 1 7 5 0, 1 7 5 5 
, 1757, 1758, 1759, 1760, 1761, 1762, 1769, 1 

7 7 0, 1 7 7 1, 1 7 7 2, 1 7 7 3, 1 7 7 4, 1 7 7 7, 1 7 8 3, 1 7 8 

4, 1 7 8 5, 1 7 9 1, 1793, 1904, 1911, 1917, 2057, 

2 0 6 1, 2 0 6 3, 2 0 6 4, 2 0 6 5, 2 0 6 6, 2 0 6 7, 2 0 6 8, 2 0 
20 69, 2071, 2072, 2073, 207 4, 2075, 2076, 2080 

, 2081, 2082, 2110, 2112, 2123, 2130, 2131, 2 
139, 2170, 2180, 2181, 2182, 2212, 2216, 221 
7, 2219, 2220, 2222, 2224, 2225, 2228, 2247, 
2253, 2254, 2255, 2256, 2257 

25 i nMomm^m^x 5 o%- 8 Q%(ommm*^Ltz.ik-&m •. 

it^m-^r 37, 298, 318, 1084, 1091, 1103, 1106, 1 
108, 1111, 1113, 1 114, 1115, 1138, 1142, 1 16 

5, 1179, 1190, 1192, 1193, 1195, 1196, 1204, 
1205, 1206, 1207. 1208, 1 245, 1246, 1255, 12 

30 57, 1258, 1262, 1263, 1293, 1300, 1342, 1 351 
, 1352, 1354, 1370, 1371, 1373, 1375, 1377, 1 
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3 7 8, 1 3 8 0, 1 3 8 1, 1 3 8 3, 1 3 8 4, 1 3 9 1, 1 4 1 1, 1 4 1 

2, 1 4 1 4, 1 4 1 7, 1 4 1 8, 1 4 1 9, 1 4 2 1, 1 4 24, 1 4 3 1, 
1 4 3 6, 1 4 3 9, 1 4 4 9, 1 4 5 4, 1 4 5 6, 1 4 5 7, 1 4 6 0, 1 4 
6 2, 1 4 7 2, 1 4 7 3, 1 4 8 7, 1 5 0 2, 1 5 0 4, 1 5 0 6, 1 5 1 7 
, 1 5 2 5, 1 5 2 6, 1 5 2 7, 1 5 2 9, 1 5 3 0, 1 5 3 1, 1 5 3 2, 1 
5 3 3, 1 5 3 4, 1 5 3 6, 1 5 3 7, 1 5 3 9, 1 5 4 1 , 1 5 4 5, 1 5 9 

3, 1 6 0 0, 1 6 0 1, 1 6 0 6, 1 6 0 8, 1 6 1 9, 1 6 2 0, 1 6 2 1, 
1 6 2 3, 1 6 2 4, 1 6 2 5, 1 6 2 6, 1 6 2 8, 1 6 2 9, 1 6 4 5, 1 6 

5 0, 1 6 5 4, 1 6 5 8, 1 6 6 3, 1 6 6 4, 1 6 6 5, 1 6 7 0, 1 6 7 1 
, 1672, 1673, 1675, 1678, 1679, 1681, 1684, 1 

6 8 7, 1 6 8 8, 1 6 8 9, 1 6 9 0, 1 7 1 1, 1 7 1 2, 1 7 1 4, 1 7 1 
8, 1 7 2 2, 1 7 2 5, 1 7 2 6, 1 7 2 7, 1 7 2 9, 1 7 3 0, 1 7 3 2, 

1 7 3 4, 1 7 3 5, 1 7 3 7, 1 7 4 1, 1 7 4 2, 1 7 4 3, 1 7 4 4, 1 7 
4 5, 1 7 4 6, 1 74 8, 1 7 5 1, 1 7 5 3, 1 7 5 4, 1 7 5 6, 1 7 7 9 
, 1 7 8 1, 1 7 8 2, 1 7 8 6, 1 7 8 8, 1 7 8 9, 1 7 9 0, 1 7 9 '2 , 1 

7 9 5, 1 7 9 7, 1 7 9 8, 1 8 0 0, 1 8 0 1, 1 8 0 4, 1 8 4 8, 1 8 6 
2, 1 8 8 3, 1 8 8 5, 1 8 8 6, 1 8 8 7, 1 8 8 9, 1 8 9 3, 1 8 9 4, 
1903, 1905, 1910, 1912, 1913, 1914, 1918, 19 

2 2, 1 9 7 6, 1 9 8 5, 2 0 2 7, 2 0 3 5, 2 0 6 2, 2 0 8 3, 20 8 4 
, 2088, 2089, 209 0, 2111, 2124, 2125, 2126, 2 
135, 2167, 2171, 2175, 2211, 2221, 2226, 223 
1, 2 2 4 0 

4tlHW§-2 9 9, 3 1 1, 3 1 2, 3 2 9, 1 04 2, 1 04 3, 1 0 8 5, 1 
1 1 9, 1 1 9 1, 1 2 0 3, 1 2 2 0, 1 2 2 8, 1 2 3 6, 1 2 4 4, 1 2 5 
6, 1 2 8 8, 1 2 9 5, 1 3 0 8, 1 3 1 0, 1 3 7 6, 1 3 8 2, 1 3 9 3, 
1 3 9 5, 1 4 1 5, 1 4 1 6, 1 4 2 0, 1 4 3 5, 1 4 3 8, 1 44 1, 1 4 

8 0, 1 4 8 1, 1 5 7 0, 1 5 8 3, 1 5 8 4, 1 5 8 9, 1 5 9 0, 1 5 9 4 
, 1 5 9 5, 1 6 0 7, 1 6 3 4, 1 6 6 0, 1 6 6 1, 1 6 6 6, 1 6 6 8, 1 
695, 1696, 169 7, 1698, 1699, 1701, 1702, 170 
3, 1 7 0 4, 1 7 0 5, 1 7 0 6, 1 7 0 7, 1 7 0 8, 1 7 0 9, 1 7 1 3, 
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1 


7 2 4, 1 


7 4 9,1 


7 5 2, 1 7 7 5, 1 


7 7 6 


. 1 


7 


7 


8, 1 7 8 0, 1 7 


8 




1 7 Q 


4, 17 9 


6 . 1 7 9 9. 1 8 0 


2. 1 


8 0 


3 




1841, 1869 




1 


q 7 n 


18 7 1. 


187 2. 1876. 


18 7 


7. 


1 


8 


9 2, 1 8 9 6, 1 


8 


Q 

y 


7 1 Q 
/ x AO 


9 8,18 


99. 1900. 19 


0 1. 


1 9 


0 


2 


, 1 9 0 6. 1 90 


7 




1 n rv Q 

i y u o 


,19 0 9 


. 1915, 1916 


. 1 9 


1 9 




1 


9 2 0. 1 9 2 1. 


2 


U 


O O N ^ 


0 8 6,2 


087. 2113, 2 


1 1 4 


. 2 


1 


1 


8, 2 119, 21 


2 


0 


, 2 12 


1,212 


2. 2127, 212 


8. 2 


1 2 


9 




2132, 2133 




2 


13 6, 


2 13 7, 


2138. 2159. 


2 16 


1, 


2 


1 


6 2, 2 1 6 9, 2 


1 


7 


2,2 1 


7 8,21 


7 9. 2187. 21 


8 9, 


2 1 


9 


3 


, 2 2 1 0, 2 2 1 


3 




2 2 14 


,2215 


, 2218. 2227 


. 2 2 


2 9 


^ 


2 


2 3 0, 2 2 3 2, 


2 


2 


3 3,2 


2 3 5,2 


236, 2237, 2 


2 3 8 


, 2 


2 


4 


1, 2 2 4 2, 2 2 


4 


3 


,224 


4, 2 2 4 


5. 2246, 224 


8. 2 


2 4 


9 




225 0, 2251 


> 


2 


2 5 2 

















0. 2 /xM©^(^JoVNT2 0%-5 0%<Z)Pfi^^Lfc^^) : 
15 te"£-#>#-^ 1 6 8 0 , 1682, 1686, 1691, 1694, 1700, 18 
05, 1810, 1811, 1812, 1813, 1815, 1816, 1817 
, 1818, 18 1 9, 1 820, 1824, 1825, 1826. 1827. 1 
8 2 8. 1 8 3 2. 1 8 3 3, 1 8 3 4. 1 8 3 5, 1 8 3 6, 1 8 3 9. 1 8 4 
0. 1842. 1 843, 1 8 51. 1852. 1853, 1854, 1855, 
20 1856, 1858, 1859, 1860, 1863, 1864, 1865, 18 
6 6. 1 8 6 8, 1 8 7 4, 1 8 7 8, 1 8 7 9, 1 8 8 0, 1 8 8 8, 1 8 9 0 
, 1891, 1895, 1926, 1927, 1928, 1929, 19 3 0, 1 
934, 1935, 1937, 1945, 1946, 1951, 1952, 195 
3, 1954, 1959, 1960, 1961, 1962, 1966, 1969, 
25 1970, 1971, 1972, 1973, 1977, 197 8, 1979, 19 
' 80, 1981, 1985, 2014, 2027, 2028, 2033, 2035 
. 2 0 3 9, 2 04 0, 2 04 1. 2 0 4 2, 2 04 4. 2 0 4 5, 2 0 4 6 
0. 2 MM©^gtC*3V^T5 0%-8 0%<Dmm^^Ltzit^ : 

1677, 1678, 1679, 1681. 1687. 1688. 16 
30 8 9, 16 9 0, 16 9 5. 16 9 7, 18 0 8. 18 0 9. 1841, 18 4 8 
, 1861, 1862, 1869, 1870, 1871, 1872, 1873, 1 
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8 7 6, 1 8 7 7, 1 8 8 3, 1 8 8 4, 1 8 8 5, 1 8 8 6, 1 8 8 7, 1 8 8 
9, 1893, 1894, 1976 

fog-®)^ 1696, 1892 
5 C^ife^j2 0 4 5] MCP-1 \s±7*-%$imm^<DMCP-l(D'&&\ztt1- 

zmmm<Dmi£ ( r i25 i] mmt hMcp-ui^fcjgi 
i. mcp- i v±zf?-mmmM(Dmm- 

YAMAGAMI, S. htfWk LtzUC P - 1 Mr:/*- c D N A|$fffi- (Bio 
chemical and Biophysical Research Communications 1994, 202, 1156-1162^88) 
10 *?m-7y*% KpCEP-4 (Invi troge n*t») ©No t I mtWM 

L, #7c7°7^ $ K&rLipofectamin etRM (Gibe o-BRL|i 
88) \Z£9 fc M?_b&&*2 9 3-EBNA»tf7^7i^ h L, MiRMm 

C 125 I] ««t KMC P-l Lfc. 
15 ' 2. [ 125 I] mm.sOrx.uyj/Vttl&K FMCP-KDMCP-l l-feT^-^ 

6X 1 OWmLt/iSJ;?^ 7?t^y7r- (D-MEM (Gibco- 
BRLftM) to. 1%BSA, 2 5mM H E P E S SrAuX., pH7. 4Ci|} 
20 Lfct©) KSSU ttMSi L7~ 0 *©«©»f^f4^JS« 2 0 4 4 <b|S)^{C 

25 [^ife^j 2046] mmtemmmft.<Dm& 

C P ^tk'i'oXfl-ter $ti5iftliajesfe©«|zES: t hm^m&^&skmmmTH 
P- 1 SrS^Jiat LTfflV\ Fall t>©#fe (J. Immunol. Methods. 1980, 33 
, 239-247) \mCXiZkT<D£0\Cftitz o tm9 6^^n^^^f 
30 + >v<— (Neuroprobe ; Sftftffi) ©^-f ±^ ( 2 0 0 m L) \C 
ttTHP-l«Sr2X 1 OVmL (RPM 1 - 1 6 4 0 (Flow Labor 
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a t o r i e sttM) + 1 0%F C S T«§ Lfct©) , T1.(35^L) fcflpl 
fret h • V ^ist'i-y MVICP-1 (P e p r o t e c htfcK) £&&28« 2 0 

(PVP - f ree, Neuroprobe ; SftftSt) £®]£L, 3 7tt' 
5 5 % C O 2 fr^ET^ 2 H#Pi5H > * * h fc„ 

*»3ttlU D i f f Quick! (B^K^SS) l:t7^y^ 
-TltllLfcll^gafeU jk^-C^w h D-y- (Mo 1 e c u 1 a 
r De v i c ettiSD ICT, SJ5t&S5 5 Onmfiil^U 3 K<D¥-i%ig.&#1b 

io i mmt 1 1 ic&nmmz Lxma u mim^mmm^ mm& ic 50 u m 
- (TitMCP- lmffliwM&vmfeMmm =100%} t l-c 

15 TE©ft^HlO f CsofSteO. ljjMgTt?fcofc 0 
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, 2 2 4 1, 2 2 4 2, 2 24 4, 2 2 4 9, 2 2 5 0, 2 2 5 1 

mmm2 0 4 3, 2044, 204 5, *3i^ 2046m -s^mt*. 

©ft^i^Mi P-io*JJ:tJt/*fcttMCP-i44fo^**^^©u-fe^w. 

5 (d^LTV>5 0 

[»|2 0 4 7] ^»^=»7-y^B§i8ijfe^jtf-t-5«ifBajRg)«^f 
^■>*3?~^BMjfctt, Ka t o f>©^ (Arthritis in mice induced by 
a single immunization with collagen. Ann. Rheum. Dis. , 55, 535-539, 1996) 

10 1. ^fe 

K©%^7^aAy h ( I CN I mmu nobiologicals) bUSL 

15 -vu* • y tft^ftt) ©SttSBA ti y ^<*> ? v vffl # y x is y v i tK 2 

7G&tt$f£^0. 15mg/0. lmL/body) 
ttBVfbg-ft&SJfcteTO. 5%*^^f->^f ^t^n-xf h y r>A (CMC 

IftWtt, 0. 5%CMC£&4Lfc8¥ (HT=^hB-/u») , WgUt&%>(D 
3 0*>5V>ttl OOmg/k gtrtt^-LfcSW-efeS. S£&5^tt««*fc34fett 
-B-HIft#Ufc 0 1 6Et Lfc 0 

2. BBfli(E<Pfffli 

a 2flmtt(c % (Htt&*?^£&r*Sftftft& 

25 . j^JsE 1 2, 4 1 7-4 2 2, 1 9 9 2) fC J: oT§flttltlR©g£fc|gjft'.fc 

£l2£,£:Lfc 0 

^^sr^®jt, ^h^jy' ^s^jfefe^ftu mmvmm. hamm- 
comm. &£vmrit<Dft®mztt^zftmzftm\z±<QmmLtz 0 ma, & 
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* <DM«C @ K:o^Tj&» 0 frt> 4 <D 5 gRS-efr o 7t. 

^TO®^*W*H^*5i:Ufco ^T^HI^lis ¥*$H£±Mfl§3l (SD) X*m 
5 ^Lfco 1 5 8 3£ l 2iiH«Pia!4-Ufc»^©BBtt^t»-r5iie*S: 

HI l in*-*-. *fc£*J#* 1 5 8 3 & Lfcgtt, a y h d -vMBMca L^SdM 

>?j-r5^m^ ; en^tti2i2-4(C75-t 0 ft-a-fti 5 8 3ii v^^iwibico 

10 VvCfc^mHWHbfc. 

2 0 4 8] 7 y b j y-7ymmmzM-rz>mm%<DWim 

yyb =» 7— yyKfil5^fi, Trentham h<DjjW; (Autoimmunity to type 
II collagen: an experimental model of arthritis. J. Exp. Med., 146, 857-68( 
1977)) H»<5#, rtt5r^TOip^^LT^®}L7to 
15 l.'frfe 

^7°^- K (CHEM I CON International ft) £r x 
£*0. 08%&£Xf0. 0 2 % i * 5 i ? II 7 n ^ y h ?F^7 ( C 

HEM I CON International tt) i^LTW^^v'ay 
20 &«$SLfc. ^-7^i?3>fi, 4tK:-C\ X'&g-Lti 2 *<Drfy*i/ }) 

y^-C, »L<«*P LXPMLfCo xv/^gy^Lewi s ^flft47 J/ h (H 

*>J:tf2 6Gffl>W«:fflv^, lmL^i 0 d»BflcWT*«S Lfc. lift, ±12 
<b|5l«{c:p^Lfc^-v^^3 y$r, KttA£rt{C0. 1 mLiiAPft^Lfc (:/— * 
25 h) o 

^ft-a-tl^fL^tCTO. 5%*/l'#*i/>f/Hr/VB- X-fhV (CMC 

*SAfttt©# UstT'f y^ * hffl , 0. .5 % CMC L7b8¥ (£1 

30 T^yhn-zui) *3J:am2£*#*l 2 4 5©3 0 Omg/k g Lfc 3 $ 
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*5«fctf, t<D2 s 5, 7, 9, 12, 1 4 B«©|f 7 BtJjfcot, 5 y 
5 &©£$F^S£, 7 y htttt£K»A«m«m (TK - 1 0 5, UNICON 

(DW-tymt Ltz a 

dentOti^HiWilcoxon^iHU P|t#0. 0 

m-etZfimm-fozt Lit. 2 4 5 tfcsm, ^-x i>&5, 

7, 9, 12, 1 4 B^O^-fA/K^^Hc^x, a^hn— yi^tStL^ft 
15 (5, 7, UBt: P<0. 0 1, 9. 12Bft: P<0. 0 0 1) {CHIMM 

3lifc0!l2 0 4 7 *J «fctmfl60ij2 0 4 8 {cfctt 5 9 , *38W©IS8ltt, ffi 

!0 5r«b^$tifc„ 

[£tt«2 0 4 9] WKY-r a t^g^^MrfejtSaMjEi^ME 
1. gjJMl, 2£«) 

4r4iH»fll©WKY7y h (f-ir-^y^-ttcSC^tt) |C2. 5mL/kgM 
S»fii'jfe"»'Srft#« 4 1, 4, 7, 10, 1 4 Blll7y (H# 
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ioomg/kg fcmzfc&&fcmmmiia.m$L J * h «t •? i a 2 ® ( 

*F&5ff$itu&) , SBI0^4Lfc, #!S#-?f2ft4-ttfttt (0. 5 
5 ^^vHr/Un'-;**^) <^£Hn&-^Lfc 0 fi^fflilOmL/kgMt 
L7to mm<DNm-t 1 0 i Lfc 0 

1 4 B gST'^Bf^t^gefttt^Dt-Cg^lte^^fCo 5 8 3 

10 £S#Lfctrei4SRffijfcflMS:#&7 B Bfc#fg«Mc:ifctfcLT2 6%©«S5tO 
fflftJ§l[S]£fg#>, 1 0 , 1401 5 1.54 %<Dtt.t£ ( p < 0 . 01 

, Ma n n-Wh i t n e y U t e s t ) RSSawMlf&iJ&Bfcfc (® 6) . 
StA^SdEHUtLtttt^tl 1 5 B B^lfR** KT^=y&ifJ£Uh£;:3, fbfr* 
1 5 8 3S^#tt#HB«M£ifctfc LT 2 0 (p<0, 01, Mann - W 

15 hitney U test) i'MEW; (i5 3) „ 

lot, fc£«Jl 5 8 3K«fc 9 7 y FO^^Pf^cfc^aBg^^igM^tt 



20 



53 Jaff^75r~> 



{t-&$3&^ 1 5 B§g)M^l/7f^>i (mg/d 1 ) 



Placebo 


{fc-&4& 1583 


j 0. 49±0. 06 


0. 39±0. 03 M 



2-2. jgjfc2 

25 et*^f*s/sBiifiifss^-m4 a @ti<t 'o^mmm^xm^Q^mta^Mbib. si 
-& 1 4 a B*^««^trR«e*ttit*nu-cw*oayfid«ii»$Jx*:. -fb-s-^i 1 2 

4 5 Srft-^- UfcW-CflSKfiiJliLflfft^ 4 , 7 , 10, 1401 (^»fig»{wJt« L 
74, 85, 81, 82 %CD^M^ (p<0. 001, Mann - W h i t 
n e y U test) «gfi4©«l«*B*fc (07) . &*$fr££RifiLflM9! 

30 J5-&1 5 0 BOiiLf? uT^-y&MJZLtckzz, ik&®A®^mttim®^tt 

& LT 1 0 (p<0. 0 5, Student' s t-test) 
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10 



15 



25 



30 



control 


1245 


0.53±0.05 


0.48±0. 04* . 



20 m.m 



[§W!l2 0 5 0] -^^^ttttSgttjlgfttflTWU^-^^a^^^UfejStt 

Okud a (Okuda Y. , et al. J. Neuroimmunol. 81, 201-210 (1998)) 

8®Bfi&<DS J L/JXPL/j FlT^ (Jackson Lab. ) <D 
g|ttC5 0 0^ gCOR abbit myelin basic protein ( 
S i gma) iS^XfS 0 0 » g©My cobacterium-tubercul 
o s i s H 3 7 R a (D i f c o) ^k>tc^±T f J=L^ Y (D i f c o) 
/±M-kWk= 1 : 1 (frfSlfc) (D^-?)K>i/B i/\ oo n LSr&Tft&f Lfc. 2 4 
R#BfH£, 400ng(£>Bordetella pertussis toxin ( 
S i gma) &^tf 1 0 0/uL©£g££*£EKrt8!4F-U «ttf¥«ttH»6<j7- 

ftgf&BtftflsftJ p. 1178-1181, SfiESe (1 9 9 5) ) &%\,\ 
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10 



15 



20 



25 



1 =m<Z)^3g(g;T ( 1 i m p tail) ; * =7 2 =&V^*T^5|? ; * = 7 3 = 
Wfe*»**JBaft* ; *=»7 4=&Jft*HftS: ; * = 7 5 =8g5E*fctt5Et, i Lfc 0 

2 - 1 . Wlkl : jfrnjfr#f|; 1 5 8 3 <P&£ 
x^i/ 3 yg4f4 1 B 5 5t@8ir*f. 

f4»Sa»lw#^5#fitb» (D u n n n e t t ©#fitt«) £fflVVfc. 

»!B#tit«UX'fb^«#*l 5 8 3«Wettl OOmg/k gM*#»fc 
*3V^*j£lEIB-CO»ffiB»jai«|Rl WHtgEfcU , S^TOJ (p<0. 0 5) 
, ^JE^B^M^ (p<0. 0 5) tfBfcbflfc. ft^5l 5 8 3.©3 0mg/kg 

*< > ik&Vum^- 1 5 8 3 ©^#»$r«f*-T5. 
#55 





MRS 


tt£-#J#^ 1583 


1583 






30 mg/kg#:fi 


100 mg/kg-tfcffi 












12. 6 ± 1. 9 


12. 3 ± 1. 9 


13.6 ±2.0 




3. 9 ± 0. 6 


3. 5 ± 0. 9 


2. 4 ± 1. 3* 




8. 8 ± 2. 5 


9. 8 ± 3. 3 


5. 7 ± 3. 8* 












26. 8 ± 7. 5 


26. 3 ± 3. .4 


28. 5 ± 4. 7* 




3. 8 ± 0. 8 


3. 7 ± 0. 6 


3. 0 ± 0. 9* 











* : p < 0. 05 



2 - 2 . 2 : 1 2 4 5 ©%)% 

xtA^b ^&-£t&2 1 BST*W^$rag5 6 £ |g] 9 (c^fo 
^©«l»tt««^BI-*3^5«-*»#«)¥«&li[T-^t7t. ^5 6{dfctt 
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nttmm^n-tz, 2mitm (student* s . t - 1 e s t) stewc. 
nmm^ttm tx, i 24 5©3oom g /k g wm^-nx-it^ 

BMM ( P <0. 0 5) , fetWfli'Jfift tfiMmteL) tmfthtitz. 



6 







it^m^ 12 4 5 
3 OOmg/k gfcm. 




3 4/3 9 


1 7/1 9 




11. 2±2. 0 


13. 2 ± 2. 4 * 




3. 0±0. 9 


2. 5± 1 . 5 




5. 5±1. 7 


5. 4±2. 4 



10 



15 



ftin^k L< i-i^mM^-t 5 ^ t $ fife. 
Sfc, ^JfefiJ2 0 4 3-2 0 5 0 tJ3^-C^**Lfce*tt % *38WOft^ftiJS, 

. *aH4*»U8. (ff£) % £%&mm, mmm^ <m&, nm. 

Ifc, :=.=.-n Jllllf^, fftjfoig, 7 WU=SfM4JMfc, *5j:tfTWU 

¥-tt&J»l**^ MIP-1 a*5J:rf/*fcf4MCP-l*^©^-^-r^3js|| 



2 0 5 1] ^jOgjS 
fc£#Jl 5 8 3 £3 Orag^tS^I^TEWia 9|iLf;, 

3 0 m g 



20 flsiM* 15 8 3 

[HJSffll 2 0 5 2] SltjW^fitS 



8 7mg 
3 0 m g 
3 m g 
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lmLflifc^l 5 8 3 0 . 3 m g£#-f 5&ftffl&&£TSE(PM 

1 5 8 3 (Jfi^Jt) 3 0 m g 

9 0 0 m g 

aatffllSfiTk lOOmL 



10 , MI P- 1 a&£Xfi/iitcl*MCP-lt£t*<D^$J ><DmftfWmztt-fZ>ft 

5 D 
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» * O tt i 



1 . 



TIS^ ( I ) 



5 



R 



(CH 2 ) k 




O R 4 
(CH 2 ) n -N-C-(CH 2 ) p — (- 
R 3 R 5 



/—(CH^—N 



(CH 2 ) q -G-R 6 (I) 



R 



(CH 2 ), 



io mm.*, mnm*. #£Tf/i i L<i*mmm*z i - 3mm-ts%mimmm&$ : 
*m.*t Lxmmm*. mm.*. l< izmmm** i - zm^-r^ 

C 1 -C 6 T/U=i^>'S, C^CeT^^^S, C 3 -C s T/U*l/>g, C 2 - 

S N 7i=/^ti, 'OvvWg, ^y^/M-^v-g, /S, C 2 - 

20 C 7 7>k#/^S, C 2 -C 7 */l-3^^/W1fn^s C 2 -C 7 7VM7y-Y/M- 
^rv'S;w:C 2 -C 7 T/l'7Jy-r;l'T5: /S, C 2 -C 7 N-T^yu.tfyw^^yug, 
C 4 -C 9 N-->^ DT/^^/^^^/Ul, C^-CsTA-dryl'^/f^t^ C 
3 -C 8 (7VU=J ^rt/l'Tj? =./!✓) y^vl^ N-7x=;l/*yV/<^^/l/g % fx: y 

25 : -NH (C = 0) O-T'^$^6 20S, 5fc:-NH (C = S) O-T-^^tlS 
2«S,:7S/I, ^7 (0,-0,7***) 7^1, SfcfiS* (C,-C 6 7/U 

***g. ^mmmmm. •£tzim£t&<DW&m\*. ffitioAnyyi?, t 

Ka^r^S, 7$yg, M>7yU*n>^-^ % c , - C 6 7***2, %.tzt±C\- 
R 2 tt. . Pk^JI^ 0,-067***31, C 2 -C 7 T/'L'='= 3 rv'^7/U*f^yUS > fc 
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C-CeT/U^dr^SirioTm^^ttTV^-CLct^o fc£U j = 0 CQi: # «R 2 

5 j ttO-2©fi«[Sr*-f. 
kliO-2<9ggc£3H% 

nte0*7tt*l 

10 Ko^->S, C a -C 6 T/u^S, ^fcfiCx-CeT/l^a^^SlCjloXjS^^ti 
T^ttivuSfc(12fi©7x=/vS) k:,}:o-Cg&£;HT^TkJ:i^C 1 -C 6 

SfcttC , -C e 7^I*lE L, R 4 *Jj:t/R 5 (-*5{t 5C , - C 6 T/U^yU£tt N 
15 tt*«©'M3 $*>fflC^ t Kd*->I, v'TVS, =h»i, *;^^r>'/H, # 
/W^jfAr^ ^/V*7°M, ^7 = ^/1, 03-08^07^1, C,-C 

, C 1 -C 9 TJU3?jvm, C 1 -C 6 Tyl'='^rv'S, t> L < fi^^vvU^^gf- J: o 

20 yW^-^r^/U^^/WS, C 2 -C 7 Ty^y-TyVS, C 2 -C 7 T/U3^r^*yl'*Enyl/ 

g, c 2 -c 7 Tyu^y-ry^^^s. c 2 -c 7 Tyu^y-ryi-T$ys. c 2 -c 7 
N-Tyw^yi^yw-^^/vg, c, -C^7 )V^i^)VHrs=-)V^ r^/I, ^/ ( 
d-CeTyu^yu) 7 5;1, ^(Ci-CeTyi^yW) 7 5/1, *7t« (^xn 
«tftISH% 43«tUf/t> L< fiftSJR?* l - 3fltt5^f 

ft-cv^c fc J: < , *>SVMiR 4 *5J:tfR 5 liSf-Sl:4ot 3 - 6 JtflMttftbfc* 

30 Gtt, -CO-, -SO,-, -CO-O-, -NR 7 -CO-, -CO-NR 7 - 
, -NH-CO-NH-, -NH-CS-NH-, -NR 7 -S0 2 -, -SO z -N 



WO 00/69432 PCT/JP00/03203 

3 9 0 

r 7 -, -NH-co-o- 4fcii-o-co-NH-t**n5M$t. :r 

Kfto X C 2 - c 5 \svm$:Mf9L t xvt t> J: v\ 
R 6 fi, C 3 -C 8 v^ nT/U^g, C 3 -C 6 ix^ D7y^z /bg 

5 , -O-^S, ^TDeHTHie^ fiHUS*, *5«fcoy%L<fi 

1»S: l - 3fitt S^fMill^^ U ±iER 6 ic&tf 5:7:^,1^ ^ 

LTi^SeMLT^Tt ) J:<, $b(r±f£R 6 (c4o^S7^-^S, C 3 -C 8 ^ 

=-hvm. ft->7tM 4 ^/W^^yu-g, Ml7**D^f 

C,-C 6 T^^S, C 3 -C,^n7;^I, C 2 -C B T^.=/u», 
C ,-C 6 TyU =idr->S N C,-C,^B7W*^I, C,-C 6 7;U^Vf* 

» 3-7*=^WK3t C 2 -C 7 T/^y^/PS, C 2 -C 7 7yl^3->j&^ 
c 2 -c 7 T/^y-Yy^^^, C 2 -c 7 7y^y-r^T5 /S, c 2 - 

C 7 N-T^^/W<^r^;um, C t - C 6 7/U=*-/l^/l^=^g, :7i^yV#,U 
20 /^H'/Wg, N, N — (C,-C e T/U^) */K7 7 *-f /Wg, 7 5/1, * / 
(C,-C 6 7;^) 7?/l, (Cx-CeT/Udr^) 7 5 / g, -<>vvU7 5 
/g, C 2 -C 7 (7^=>dr^/W^nyW) 7?7l, C,-C 6 {T>V*,Vx;\,its- 
fr) 75/S, Sfcfifx (C 1 -C 6 7^^y^/U^^) 7 5 /gfcij; 9g&$ 
ftT^Tk±<, r*lfe©7*=A*, C J -C,^n7/V#;H > C 3 -CV>* 
25 D7/^=;H, -<y^g, *fcttlt£SR©IK*Stt, 

O^Byi/Rf, v7 7l, t Kd^^S, 75 71, F!i7/^D/f/H, C , 
-C t TA>*>vm^ C,-C 6 7/1'3>-/1 1 C 1 -C 6 7^dr^^-£ x (C,- 
C 6 7;u*yi/j 75 /I, Sfctts^ (C,-C,7^) 7 5/g{cJ;oT£?>tr§ 
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